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R 2 t±7jc*. Anyy, tKn^rv, fii^f Ut^tUvMSf 7;^;K ft** 
tLtv'^Uv«7;^-^ ttMttt^T^ iV^^T^-JK its* 
fLWUv«7;vn^y, iftl^LTV^T* iv«7;vnie 

tLtv>tuv>7'j-^^)^-^t j rv> iwtLtv^uv^'j-^ em 

R 5 , R<\ R 7 i3 Jz^R^^^LTtK*. '^n, HKn^v, tti*tLtv> 
r^y\ Ltv^Uv^7V-;K ftMtLtv^TUv^7V-;vi^y 
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<\ R 10 (±R 15 t^KM^ir&mmm.^t-m i:^ott«Lt £ i < , 

x i {± _0- > -S-, -NR 11 - (££-CR n l±7fc3lf, tll^f Lt^T^ iv>feft 

;v*~;v£/>«smS«LTv^T& iv>ru-;vx;v*-;v) , -CR 12 R 13 CO-> 
- (CR 12 R 13 ) mO-. - (CR 12 R 13 ) mS-lfdi-0 (CR 12 R 13 ) m- 
T'R 12 ;!3j:i^R 13 ii#*$!&LT7K«;£ /cttttTJ^^t^^ mli 1 ~ 3 

X 2 li«^ -0-, -S-. — N R 14 — (iit R 14 t±7K«. S#yfe«LTV>T*> 

6 hifc^P«1-^JM?-t-|t^^oTm*f^t-C% <£v>) |/:li-CR 15 R 16 - 
-e R 1 5 is i R 1 6 Lt7Xf * £ \t&skr ;v * ;v-e *k r 1 5 it R 6 £ £ ti R 
i: dfc £ p^-f £ R#JK?- 1 -ft * c * « L T i < > R 1 6 »± R 9 ^ I* * o f 

X 3 l±COOR 17 > C (=NR 17 ) NR 18 OR 19 , 
[ft 2] 




X 1 0 - * R 1 ***«*i&»T * * n/*»o X 2 f-CR 15 R' 5 _- T?* * it 

^ =^ jp 2 

ftf7;V3^-/> t»tLtv^Uv^7y;K t»f Ltv^Uv^7'J - ;v 

[If T&B. 5 ] 

R 3 *3±t/R 4 «^7lC*T^^. ||«aiS«OM, ^nK5?^, -ttLfeWft 
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t- it WM& * -M t x ^ x % x ^i&m. r ;v 3 * ~> x * 9 ^ R 7 is * R 8 1± * * * - 



±it# $ tL & m * »± * tL mmmm o 
) i^icico-c**, f»*«iiamo^ti> w^k?^, **l?>«>«*± 

[f#**S 10] 

tz \t Ltv>tU t ;v * ;v) £ (± ^ 7- n WiZMX & *) , 
r2 ^ 7 ^ An yy, ltMtttv>-c^ iv^mr^^v 

'j-ivffcliArnS^) . tIlttLTV>tUv«7JK-^ LT 
W\ W*tLtv^Uv>«7^^fJ^fcliI»^tLtv^UvMSt7ivn 
R 3 i3i^R 4 ^^^LT, Tjc*. «7i^iV, fWf Lt^TU^7'J"iV 
R 5 R\ Ri}5£XfR s l±&*®±LVX, tK^ltV^UvMS 

R 9 & X Xf R 1 0 * $621 VX?m£ tz \±mk 7^T?*^ R {i R fc -*« l - * 0 T 
fi!^£«LT& J: < . 
XMiO, S. NHffcliCHaCOt***), 
X 3 iiCOOR 17 , C (= N R 17 ) NR 18 0R ] 
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X 2 ^-CR 15 R 16 - (C1^^R 15 (±R 10 fc^tcBSI-r*^*^^— « 
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p PAR l±«* * >f Jl ffi * tf/C * 0 , 7T 5 V - * g» A 

Ltv>4.iMIWv>TttPPAR«, PPAR5 (PPAR^*«*i4-kt** 
) joilfPPARy W3i©ty^ W ^^^ffi^tLTV^o 

o 

t * p, ppARyx^b irmmm, mmm.m, mmmo^mm t 

If- PPARrT^XhiiiW^ &*mmt^ T^y 

-t^^^^-cis^, PPAR5T^XMii)Ei^ tt^3?5*t"ft c#x. 
^tt-Cv^o §M:PPAR5 7^Hi:ffl*, ftLnI> 

-k^e v*-^ 

y ^ ^ y _ ;v#^is iff7x^ ^mm. y^=- jti^x-^?/ 

AR.Jitf (4fcl±) P P AR r 7^ HStttt*K*i-CV»4*«P P AR * 7^- 

}4 « * * »i 7 r * > mft-r & t*- 9 mm s */c * & ppar7^> 
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#1° » 3 i tt >f v * -9- V- /Wfrfr»**iBJft £ ftt: v> a a*, #fPJ<b^t/ fc JfctH- * * 

V > Kt?*> *) * ^ V * r- n - ;vjftJg^l!Mt« K T? £ IE* 3 v> & P P A 
RT^^f m i:ov>r tiiaft $ tit v» * o 

llm=i«t 5 L J: 6 fctt, f7V-«, t^rtV-Mb^f 5 ^y-;v 

[0012] _ 

[0 0 14] 

mWXn. 1 1 i^iiWO 9 9/ 1 1 2 5 5f^>71/-7f 
[#It» 2 ] 9 9/5 8 5 1 0 > 7 W 1 

[#fr»3 ] i^iiWO 0 3/1 5 7 7 1^>7l/7> 
[i&ir^fU] ^•H#fFtBII^Pfl^ 0 5 5 8 0 6 2 -^9!SB# 
[# lt» 5 ] HltKkMISWO 0 1/0 0 6 0 3^>7V-;f 
[#lt»6 ] S^rlflWO 0 2/ 1 4 2 9 1^71/^ 
MWXltlt 7 ] iMiWO 0 1/3 6 3 6 5f^>7l/7h 
[#ff3Clt£ 8 ] i^HiWO 0 3/0 8 4 9 1 6f^/7V7> 

! ] ^rV yt^V tUPJ - (Current Medicinal Chemis 

try) , 2 0 0 3^, ^10t, i2 6 7 - 2 8 0l 
[0 0 15] 

*&w<oEtft\-t, mtitzp par7^-7 i £$t«-ra i k**o 
[mm * a tz t> <D^m 

[0016] J _ 

^IP^^i, JBILTO«^P P AR7^ hO^Mtfc. 

LtMI^W\ gM^<t^tlb^Lt:, P P A RK?fitt^l < *f*ii.4 1 i: * 

ik&m t itm. L T , Hit ftv>tfc*J.fflbfco 
[0 0 17] 

(i)^:(i) : 
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R 6 

d2 r 3 x .r 4 >^ if A 

A /N R7 

tilt: t It v>t i v^«7 ;v ^ t , tt^tLt^xUv^^^ 

HIMf LtV^ti £\,M&m.Tfr*c)VX)V*-)l'jr**S, Iti^tLT 

i^Uv^'J-JV^^^-^t^rv, iIMfLtv>TUv^7'J-^ S^**t 

tLtv>tUv>tt7;^^^ tfti?:fltv>tUvW;v^^;K 
^^;v^-;v > ft*^tLTv>tUv«7;^;vft^ tM^*Ltv^*,J;v> 

*;v#-;v> tM^f Ltv>tUv«7;v^^^^*-^t^y, 

R 5 , R 6 . R 7 $3£U ? R 8 l$&*myLLX7k : M, ^n^>, HFn^v, tlllrf Ltv^ 
UvW^^-JK IM^tt"Cv^U^fit7;V3df->, iftS^tLtv^T 

'-e&^K R 6 i±R 14 £^iiR 15 i:*i:itt^lE?t-i^*^ttWLT^J:<, 
r 9 £ £ZfR 10 te&*l&+LLX7km, AD-fy, tll^tLtv^UWIf 7;v^;v 

R 10 iiR 15 i:^^P^i-*^«ir^t-|f^*o-cm*^LT^ J: <, 
xMi-O-, -S-> -NR 11 - (ui^R 11 &±7k^> ifti^tLTv^^iv« 
r;v^;v, tt^tLTv>tUv^7^iv, tll^f Lt^tUv^I7;v^;^ 
;wt^;H/;i«l^fLtv^Uv^7'J-^;^-^) . -CR 12 R 13 CO-. 
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- (CR 12 R 13 ) mO-, - (CR 12 R 13 ) mS-l/;l±-0 (CR 12 R 13 ) m- 
-c-R 12 io itFR 13 tt#^^Lf7X»t^{±lS^T;v^rJV-e^ *) , m«i~3^Sifc) t? 

X»»ilMt^ -0-, -S-, — N R 14 — (£^R 14 {:i7jcSf> tWfLtv^^) 

^jv^jv^-^t^litll^fttv^U^T'J-;^^*-^^ R i±R 
6 ^CBtt^^t-ii^^^™ Li:U ^ f/^±-CR 15 R 16 - (ii 
T»R 15 is J; tFR 16 ^ LTtK* * lifeMT )V * )VX-& *) ^ R 15 fiR i^liR 
i:*i:itt^^»t-tt^oTf^MLtfe J: <. R 16 1± R 9 fc-«fcfcoT 

X 3 (iCOOR 17 , C ( = N R 17 ) NR 18 0R 1S \ 
2] 




Tij^tiMI^-tJ 0&U R4«ftft7iv^J^^R 5 ^^'R 7 ^^ c *^ 0 

x 1 o - -e * * > r 1 mmm&m 7;v^jv^x 2 ^-cR 15 R 16 -^^.{t 

^ N isj;W ? R 2 ^7X*^x 2 ^-o--e^^4b^^P^<) . **l 
(2) R'^n^y, Iti^tLtv^'J) iv^'Wr^^K tti^f LTV^T & 

'(3) r 2 t5 5 \ 7nu^>. tM^tttv^-cfe iv>ftf t;v^;v, til^f Ltv^t 

^l/dittS^tLtv^Uv^U-^ft^*!), (1) mm<Dft&m, *<ozfu 

(4) R^tR*. lti^fLt^tUvMg:ft7;V ;3 r^, ItSlrtLt 

ij fciiS^^^LTv^T^ iv^r 1 ; - ;v * -e & (l) ffiK^Mb^tK ^<£> 

(5) R 3 i3J;^R 4 ^*r7|c*^*'?.> (1) I2«^b#%. WnK??^, 
<7>fJ|jl_hlt# £ £ t tz it * ft h <r>W®$ 0^ > 

(6) R 5 i3 J;tFR 6 76^^^jILT7X«> /M3$*>, t»l?:tLtv>t U«7;V 

(1) ia»0^%. WK5?^ * ft koSimiS^S ft* -t^ 

( 7 ) R 9 isj;tFR io ^n7X«-t?*i>> (i) lamo-fb^, WBK??^ Zti 

h <d mM±f? ^ s ft & m £ tz \± * ft h <D Y#t^P > 

(8) X J ^CK S, NR 11 (^i^R lx {i:7X«t^«em*^^LTV^T^ ivM&mr 
;v*;v) ifcliCH 2 C0-e*5, (1) |B«^h^%. WoKy^; -eftibcoS 

(9) X 3 ^COOR 17 ^^^^ (1) fBm<7Mt^tK WnK9 9^, -eft^coM^ 
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(flit LTIi, ^a^» 

R 5 R\ R^ilFR^^MLT, 7jcfjf. ^u?>, IftSttt-C^-Cfc iv»® 

v (S$lXfeLTl2, ^nyy) „ . 
R 9 j3il7R 10 ^#^^jtLT7K«t^ti«T;V^;v-T?^)i9. R 9 i±R lb fc— 3t C 

XMiO, S, NHf ^tiCH 2 CO-eabi9. 
X 3 (4COOR 17 , C (=NR 17 ) NR 18 OR 1£ \ 



^-eR 17 ~R 19 {i#^^^i-^7X*f ^(iMT^^r^ve**) -c&&> (i) iB<£ 

(id x 2 wM^t ^{±-o-t*s, (i) ~ do) <D^-rtLfr\z.mm<vik&m 

\l2) X 2 #-CR 15 R 16 - (i^-eR 15 t±7K*^ ZiliSftT^^^* *)^R 16 liR 9 

t-m^-oxffi&zfc&vx^z) -cab*. (i) ~ do) ov^Ttt^^iam^^ 

(13) X 2 ^-NR 14 - (iit"R 14 liR 6 t*i:i«t4^t-iC4otS4r^ 
LTv^) tf-i±-CR 15 R 16 - (iitR 15 iiR 6 t*Cift^M^t-ii:4 
otl^flLtW, R^liR'^dtCigf^^If^-lft^^^ 
M^oR 16 ttR 9 ^-if^^oT^^7T^LTV^) (1) ~ (10) <7)V> 

(14) r 2 ^vnu^>, tFnJfy, ssi*4r*L-cv>rt £ vng^r^/K 
Ltv^Uv«7;v^-^ tM^fttv>tUv«7;^-;K tt* 

3->#;i/**~;K «ma£**t-cv^-cb iW&i&TJV^^^ «Bi2fe£^rLTv*T*> .£ 

F9i>V77;^~;K t»fLt^tUv«Jt7/^^XJ^-jV^-^i/, 

*f Ltv^Uv>7'J-^^-^t^r^ tttMtLTV^TUv^7')-;W « 
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XMi-O-, -S-, - (CR 12 R 13 ) mO-ifcli- (CR 12 R 13 ) mS- 
R 12 £> iffR^ti^ilLOKt^ fcttteiftT^/l'-C* •? > mi± 1 ~3 £>fii» 

»K 

X 2 — 0 — *t? n 

X 3 i±C0 0H-?&&\ W«lfB«^^^> WnK5y/, ^^0»±fF#£ 
(1 5) RMi^ny^, tKn^>, tll^|Uv^ft»7i^^ L 
wuv«7;v^^v, I^ILtv>tUv«7;v^^ 
;v ttSWttv^Uv^75y, l»fLtv>tUv^;w^^K «m» 

R 9 (i R 16 fc-«C4o^*iftL-CS 19, 

XM±-b-, -S-, - (CR 12 R 13 ) mO-l/;li- (CR 12 R 13 ) mS- 
R 12 i3 itFR 13 i±#^^3£L-T7X*S /:i±ftI7JV^r^t*^ mlil~3W*ft) 

X 2 «-C R 15 R 16 - (i^t'R 15 (±7jc* £ 7c {±{£81 7. ;v * /l/ T * ^ . R 16 iiR 9 

X 3 iiC00H-t?*^». (1) IB«tO^%, WDF7 7^ *-n&tf>»&.hrf£S*L 

^tLtv^tUvM»7;^-;K Ltv>tUv>ftf 7;v^r^^ 

tiMfLTV^Uv>fif7^^f*. i«MfLt^tU 

K9^v*;v^-;v> itMUtv>TU^«7;^^xjv*-)^^A 
^Ltv^U^7'J-^^*-^H^y, tfi^ttv^T^j:v^7'J-^K « 
»S*tUv>TUV'7'J iI^ftt^tUv^7'J -;i^:*£fcl± 

R 9 ^i^R 10 ^^^3tLT7K«^*l9, o 

x i, 4 _ 0 -, -S-, - (CR 12 R 13 ) mO-ifcl±- (CR 12 R 13 ) m S - 

R 12 j3 i^R 13 ti^-^^2lL.T7Xm^^^«T;V^^-e*^^ mlil-3 0li) "C*> 

xn±f^lf:li-CR 15 R 16 - (^^T-R 15 i3j:l7R 16 {±#^^UT7]c«t?*^) 

X 3 tiC0 0H"C*^, (1) ^©7°aF7 7^ **LfcO»£±ttSS*L 

(17) R 9 ££t>*R 10 rt ? #*MLT7fcl|T*&<9, 
xM±-0-, - S--C& D , 

X 2 ^-NR 14 - (£^R 14 tiR 5 t*lcP®*r^JH?-t-^ |:fto"C»*^LTV^ 
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) $ /~ii-CR 15 R 16 - (t^t-R 15 t±R 6 b^Kmmi-^^m^t-^iZ^^X^ 
X 3 |±COOR 17 (^^t?R 17 (i7K*f fcliteiRT/l'* (1) safto 

(1 8) R 9 i±R 16 fc-lt^^oT!^^?f^tTi3 0, 

XM±-0-, -S-T?*«K „^ ir , 
X 2 #-CR 15 R 16 - (c\c\XR l5 ltR 10 C^ot^i? 

X 3 i±C00R 17 (iC-eR 17 {i7X*t /:li«7;v^;vt*S) (1) @S«c^ 

(19) (i) ~ (is) ov>-r ^^iciam^^^> ^^Fr;^ -e-tt(bo«i« 

(2 0) (1) ~ (18) wriiirtz%&m.<Dft&QB> ^7*nF7 7^ 
(xi) S (I) : 

[4b 3 9] 




(D 



R 1 ^ it/R 2 (i^-^?^3LLT7K*> ^nfy, kFo^a fWtUv>tU^fi 
ittLT^CUv>7'>^ IM*^LTV^U^75y, «**L-CV>ti 

^L-cw-cfc iv^ K5yV*;wf^;K IM^Ltv^fe lv«r;^;^;v* 

R 3 £ i^R 4 {±^^^5LLT. 7K«> ^n^>, S3fe^«r^L-Cv^Tfe J: T ;V * ;v 

19 

rs r6 R 7 #J:t/R 8 &#*$!3:L-0}c|^ ^n^7, t Kn#y, gm*£*LTV> 
tUv>«7i^^> fIS^tLtv^Uv^I7;v^-JK tIMf Ltv^t 

-eab 19 . 
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r 9 £ xx/R 10 l±^mSr.hX7m, ^Wf>, IlS^tttv^UvM£I7^ J r^ 
kl^tL-C^TUv^7'J-^^^ R 9 B:R 16 i:-ii:^ct^WltU 

W^ifcli«li*tU^U^7'J-^/Hi'-)l') . -C R 12 co-. 
- (CR 12 R 13 ) mO-ifcli-0 (CR 12 R 13 ) m- (t - R 12 is 4 0 s R 13 
3£LTt}c«£ /;(M7;V^JVt*^ mli 1 ~ 3 coKt« T?* *> . 
X 2 iiTO^ -0-, -S-, -NR 14 - (Cl^R 14 Ji7)^ IMtf LTVra 

r 16 - (id-t?R 15 i3 i^R 16 tt#^^LT7jc*t ^««r;v^;vt?* 19, r 1 6 (± R 

X 3 i4COOR 17 . C ( = NR 17 ) NR 18 OR 19 , 
Hfc4 ol 



T J. I / 



NR 17 c# /N 

N 



^StL-Mto^ WOK??/, ^tL^^)«JiIt#$^^^t^i±-?-^^ w W 

(X°2) R^vm^;/, em^£*LTv>T& ivMS^T;vdr;v, tft&^tLtv>t 
Uv , 71J „ ;V |/ :1J t^^LTv^Uv^rnM^^, (XI) 15«Ojb 

(X3) R 2 ^m, wrv^ ttMf Ltv^UvM»7;v^r;v, 

•CUv«7;V3 + >', tIMtttv^Uv7yJK ttS^f Ltv>TUv^ 
T'J-jvlfclittfS^tL^v^Uv^'J-^ft-C^I), (XI) gSm<7?4b^> 

(X4) R 3 £4tFR 4 ^*K7fc*^&£, (XI) Bf^frfirW^ ^^f^ * 
ti b <D WM±fr& £ tL h if $ 7c 14 * tt o 

(X5) R 5 &£ZfR & tf&*m±LLX7km, ^n^>, LTV>tUv^ftT 
;v * ;v f fc 14 ^fLtv^U v^fijR TJVn^rvt*^ R 7 * 4 £>* R 8 « * 

-esbs, (xi) wdf?^, ^fib(omm±M^^^.ttz\t 

^tib<Dmmnmo Aiu _ , „ „ 

(X6) R 9 £4tFR 10 #^~7fc*T&;g>, (XI) |B*tf>ft#W. ^coyn^?^ 

(X7) -S-, -NR 11 - (Cli-^R 1 M47K«t/ii±ffi«**L-CV^ 

TUv«7J^;v) 4fcli-CH 2 CO-t*4, (XI) |B«0<b^%, ^7"o 

(X8) X 2 ^«^*/i(4-0--C^S. (XI) fS*c<7Mfc^K ^F7-;^ 

tL & co $£|£±fp# $ tt * m s t4 tt h <o -MM n% o 

(X9) x 3 ^7>;v^^&&. (xi) lamco^t;. W^K7f^ ^fih<D 

ffifE# 2004-3122706 
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9/ 



(xi o) (xi) ~ (X9) <o^-f tifrKmm<oft&m, ^(d?u v? ? ?\ ^nh<D 

(XI 1) (XI) ~ (X9) (D^-ffl^^mM^t^m, ^(D7°U V? v ?\ Ztlh<D 

»±ft# zti&m.ztzteztLb <Dmmm m * trnfifo t -r & ^ ;v * * ~> v - ^> ±i?fi« 

(#4L<li±«ft***>^ X 3 ^-COOR 17 ^^ X 2 ^-CR 15 R 16 --C&<9 
r 1 6 4 it (i«7;^JK^^ ffrfrft * E&v> fc-ffrfrW-c* & ) 

[0 0 2 0] ljumJk 

^ W h frtk t £ , *3&9Hb^%ti: PPAR7^b^ffl^U 

, %Mm^^xf/tiz\±iyy¥r2~j,x<D^mi5^/^tz\i^m(Dtz^(Dmmh 

[0 0 2 1 ] ^^j-, 
[0 0 2 2 ] 

tf;K 4Vfu\£^ y n-7'f JK ^V7"fJK sec-yfiK tert-7*f)K n 
>fy^ s /f^ ^^fviv, ^fv^^y^> n-^7*f Ji/, ^ 

y^-f^-JK n-^^K -f7t7f;K n-7-;viSl:y f n-T ? v^^^^^tL^ 

O 

[0 0 2 3] 

HMt;v-t--jvJ t i±, fi^o-fi*^ l ~ l o, a? 

£ L < ti#U£&2 ~ 6 . ?^:fftt< ««t2 ~ 4 <DUm* izl± WSLVW T 
[0 0 2 4] 

ntf-;v, -ff-z^fr^ ^y^-=.)v^ ✓^v — >K ^\7^~;K a-^ — ZK ^ 

[0 0 2 5 ] 

mtE# 2004-3122706 



#HI 2004-167941 



^-v : 10/ 



N fti7^iV75A 7'J-;V75/, Afni75A 7^75A »^^3f 

;v**l<\ •f-**>w^E>f >u**v, fit7;^;vft*;v^^^*^v> x;v7r^ 

T i;_/K tiMtLt^TU^7'J-;H^A l«S*tUv^Uv>7V- 

/Nny> tFn + A «T;v^r^> Anyy«7;^;v, tKn^yfi»7M^ 
©»7W-/K i»7JV^y, 7'J-Wjv^a Any;fii7^n^fy 

7 , ; ;K 7y^75A ^OVftT'K il»7Wft,_7?A ®MT 
7~>;K Tv^^^rVx '>7A 7i-/K ^xngfciS;*^) ^ s 

£J hUlflL(I^V*'JA fc?^ijvy\ tf^9^y\ 7'J;K fx-;H/:l±H 

[0 0 2 7] ^ , . r 

o^fif7;v3^yJ , r7'J-MSS7ivn^yj , FU * i/GMT* 3 * *s J 

[0 0 2 81 

ri«MttTv^Uv«7^3^ryJ . rtM^tttv^^ i^«7;v 

rr^Jttt (a) J£«l~l 0, L<l±^*«:l~6, f^t^u 

)V '(b) J£«t4~9, fftUB***4-7«)^n7A'^*^-^W ( 
c ) ^3R^c7~i i©7'J-^*JV*'^mt^o JL#e<j&c{i N *;v5;A T-fe^;v 

i;n^f;v 7'nt°tnAK ^^'jnAK ^WAK 5.^^^*^ 

o 
o 

i^ v ^*> iv^r->;vj coe»fcL-o±±ia rttMtutv^u 

ffifiE#2 004-3122706 
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^-v : 11/ 



#i-* 0 JWM9fc«^ ^°7oa v^yfJK v*n^-f;K ->*n^*i/;v 
[ 0 0 3 6 ] 

rrv-lV^vJ. rr<;-;v^J. r7V-«7;v3^yJ , rru-;vr 

[0 0 3 9] 

XV H'V^y^^ fc?:7v-;K F'J7V'j;K HJTy^K rfyV'J 

^vtvku/k V^v^;;k r/K'jy'^K ^v^/u;k v^ 1 ;- 

;v 7^^K ^vri;^^ t7fU^-^ ^y^^i;-;v, 7"U^;K 7"r'J 

/<>XtHy7y''JJK ^y^vf7yj;K 
7v?tVv;k ^7^yy7'J;K ^^/ti-^ ^>v^vrw;v 

ffifiE# 2004-3122706 
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i-v: 12/ 



a * y >/ tf ij ;v F'JT V* n \£ y v ;v , 4 5 ^ V*if- T V* 'J /K ^ 9 V / fc? V ^ V - ^ 
;v t?Wu->K ^'jy^, tf^UvV, tf^7v~;W ^yy'A 

[0 0 4 2] 

[ R ^ ii t * t itt ^ J^i" i ^ o )SJ 1r2>tl±, R 14 tR 6 ^\ 

(I) c7)^-tf>^~&§^1~£ 1 ~ 3 OAf n)f^ 4 ~ 7 It^f ^t^> ^ t 

-vt: Fnr/ K-JK 1, 2, 3, 4-x h 9 n KH*y U 2,3-yt Kn-U-^^t+t 
*J> 2 3-yH Fn^>Xf7V*-;K 2,3-yt Kn^yXt + t'/-^ l,2-i>fc K 
n^/yV 14-ytFn^;'J>^ 3 W^Mo ntMf Ltv>tU^2i« 

M ^ Ltv ,tUv^7'J-;K StMW-cUv^7'J-;vt^v> «3p 
n*~>. t^MLtv^Uv«7;V3^y, ««Lt^tUvMll7;v 



2004-3122706 



#® 2004-167941 



^-v': 13/ 



[4b4 1] 





R 5 R 7 > R 8 i3J:^R 20 ~R 22 (i#^?*3LLT7jc^, ^n**^ tKO^r-A 

R 9 is ( to f R 10 {i#^^t-C7K*> ^nr>s *m»^*L-Tv^T^ J;v>ii7;v^;v 

XM±-0-^ -S-. — NR 11 — (^^-eR n {±7K*> ttM?:f LO^TUv^I 

;v*-;v^7ti±«^***-LTV^T^ iv^7'J-;^^*-^) . -CR 12 R 13 CO-, 
- (CR 12 R 13 ) mO- - (CR 12 R 13 ) mS-^l±-0 (CR 12 R 13 ) m- 

^R 12 i3J;^J ? R 13 ^±^-^^alLT7K*t^{±jg;mT;^ d ^;^^*l9^ mii l ~ 3 <o&m -e 

X 3 (iCOOR 17 , C (=NR 17 ) NR 18 OR 19 , 



ffiflE# 2004-3122706 



#M 2004-167941 



^— v : 14/ 



Mb 4 2] 





OOR 17 (^--CR 17 {i7K*S^iija,mT;v^;v) 0 



, aft (I) GO'O-tf^^fti^l - * 0 ~ 3 ©Afnl^^^o 4 ~ 7 MM*M$iir % £ i: 

vy7 7>, ^>^y^tv-;K m-4 ^y Ni J>\ 

^yyy, 2H-^n^>. l,4-ytKnt7^U , A 1,2,3,4-7 h5t Knt7^P>f 

<7>fi«{±, 5* (i) >fo^>'-tf>'mJi^emst [wj^o^m^o 5 ^^ v*-c&£o e 

gyfe£L"Cf±, MxJ£\ tFn^fy, tti^f Ltv^tUv«7i^^ 

SftS*tLtv»tUv»7y^ t»S^tLtv>tUv^7<y, L 



[0 0 4 4] 
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^-v: 15/ 



[ft 4 3] 




Uv^Uv«7;v^r-;K tfMtLtv^Uv^,f7;v3^y, gm*£^ 
tUv>75A tftS^f Ltv^Uv^7'J-;K tIMtLtv>tUv>7'; - 

R 9 ^3 i^R 10 i±^^?^3z:L-C7X*. Anyy, It*5:tLt^TUv>fcf7JV^^ 

R 23 i±#*$!£LT7K«, It*^tLtv^Uv«7;v^;K ifti^f ltv>t 
£v><tt7;v-^^K Ii*^Ltv>tUv^i7;v^-;K tiMtttv^ 

x i {± _0- > -S-, -NR 11 - (^tR n ttf, IM^tLO^Uv« 

;l/*-/l/ifclig3jy&£*LTV>T& iv>7';-^^-^) ^ -CR 12 R 13 CO-. 
- (CR 12 R 13 ) mO-. - (CR 12 R 13 ) mS-lfcl±-0 (CR 12 R 13 ) m- 

-c-R 12 i3 itFR 13 {±^S-^^3:Lr7X*t /itt®^r;v^;v-e^) ^ > mii 1 ~ 3 <Dm%k) 
L < -0-, -S-, iftfc-S--?**) . 

ffifBif 2004-3122706 
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16/ 



X 3 i±COOR 17 , C ( = NR 17 ) NR 18 OR ls \ 
lit A 4] 




N 




N 



(i^fR 17 ~R 19 «^^^jLLT7jc*t^{±©mT;V^;V) (#1^ CO OR 17 



fi&2ii: An^>, tFn^A tM^rf Ltv^tUv^fil 

T^^K tll^tLtv^i £v*i&!fc7;vy-;K t^S^tLtv^x & ± W&,®r 

au^7, kFn^f-A iti^tLtv^TUv^ftT;^^^ iMIrtL 
rtM^ t L t ^ t U v^if 4 - 7 ©Rift IMS-f Ltv> 



[0 0 4 5] 
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^-v: 17/ 



[ft 4 5] 




,20 




R 5 ,R 7 ,R 8 




R 5 ,R 7 .R 8 



R5 r 7 r s R 2o i3i yf R 2i (± ^^ L - C7 j c ^ > ,mh^>\ t: Kn*v\ 
t U^75A tW*UT^TU^7'J-K IM^*LtVuU^7'J- 

tBliE# 2004-3122706 
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^-v: 18/ 



;v*^;^/>:litt»tLt^tU^7';-^^-;v) > -CRj'R 1 CO-, 
- (CR 12 R 13 ) mO-> - (CR 12 R 13 ) (CR 12 R 13 ) m- 

-CR 12 £ J:^R 13 5i^#o£LT7K«:£ ?c te»7 >9 , mlil~3©St) t? 

X 3 t±COOR 17 , C ( = N R 17 ) NR 18 OR 19 , 
Hfc4 6] 



-NR 17 



(iitrR 17 ~R I9 (±^^iLT7Xif^l±»7JV^^) (#Kn COOR 17 

[ft 4] 

R 15 

R 1C 



15 D 16 




g R 10 





[0 0 4 7] 

*3PJ!ft^%KJ±> ^^ft^^M'BTf^* ^ m*Jilt#$^^il^ / a'a-i~ ; 5»° 

i ; i y y <>a^cdt;v* y^jRott: ; & i^jvv^Atf:^^^ 

i^AiLi±-e^«»*^L, ft^ (I) fc**U «^mo«^Ti:IB 
[0 0 4 9] 

t £ ~?u K7 y £ S ?Tfti3 i «t 4m «x.lfDesign of 

Prodrugs, Elsevier, Amsterdam 1985 fc?B*3*LTV> 

[0 0 5 0] 

mtiE# 2004-3122706 
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^-v: 19/ 



wz-tf, *smtt&m (i) * s **'#**s*'%-*z>*&^ ft>&m (i) 

[0 0 5 2 ] 

ft^(Ia) (X^CK (CR 12 R 13 ) mO,0(CR 12 R 13 ) m) ^ 



[ft 5] 



Ft 6 



R R 7 

(11-1) (HO 




+ . AiSi^Dii-^^OH^tilT?^ (CR 12 R 13 ) mOHT^^N *^OHT?* 

g£ (i 1-1) T^£*LMb^%fc:& (iii) t?^$^Mb^ ! S:3t@^^#Ul: 

M (#ik rf7trn77>. vx^ybZ) , (flu t*y>, tt-jux.* 

)V^r Y y & t*) , - by (1?!k 7-fef-f'J^^^) x =fc tf-ttLfc o?S£i#S^ 

7yV*;l/*Vti^r^7 5 K (yif;V7^*;v^yI/- 
t V ij 7i-)W7^ >^EO*^7-f >i?4T, - 3 0°C~ 1 5 0°C, L < 14 0 
°C~ 1 0 0°C-c\ 0. 5-9 0B*WRtS£^HUf *V>„ 
^ (I I-l) isi^ (I I I) "C^S*t*^»ti^ftlo^»*fflv>T4 i <, 

[0 0 5 3] 

(i2ft) ffrfr* (lb) (X x = 0, Sl/cttNR 11 ) 
[ft 6] 



R VC LG 

R 1 ° 



(II-2) 




(lb) 



55 (i 1-2) (iii) ^s*L**fr^*RJS3**£fcfc 

ffifiE# 2004-3122706 
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^-v : 20/ 



X (lb) 4^jSt*ifci^^o RJSM^&W^ i&*^T\ -1 

o~i8 0°c ffii<i±o-i50t;-e, o. 5 ~ 9 oiWhrx-ff Z^o 

l-&^ta«i:k«^W^fflv^it^#^o a* fcLTIifl (flu 
A, JW**V9A, ^ il7;V^yF («, 

^thU-JA, Mt>^^> ttrry O'J^t^, dbu*^) ***** 
^ (i°i-2) (i i i) x^zfr&4t^i±sMwlk&^*m^xi>£<, 

(»3ft) 5 ft#»(Ic) (X 1 = CR 1, R I, CO) 

^ (ic) -e^stL^^W-c^stts^ifctt^Tw^- h^*-el4o 



X 2 -Pro 



(II-2) 





R 

X 2 -Pro DfljJ^ai Q3 QiQ, 

2) Hal-CR 9 R , 0 X 3 Rv 

R 8 




R 2 >— . 



(VI) 



// ?N R1* 



(Ic) 



t± S:^ii l -3) t^s*-*^*^ (iv) T?^$tL*-fk'fri»S:fiJ-*nRJS^#L, ^ 

°C~15 0°C Sff L< 14- 2 0°C~ 1 0 0°CTN 0. 5 ~ 6 0 l*IHR*&$*^tt 

&rit&m (v) ^i-eWLtS (vi) ^$w^it#Jo tK 
*fci±te»*rr\ m ««^v>tot:-i 8 o°c, »t L<i± 2 0 
^~ 1 5 0°C-C 0 5 - 9 0B»HRJEB«**LtfJ:v>o g^W s R 13 ^X«t:^^ 

fty***^***-^^ $ig»tt^(±^is©ff> 3t^*wcnr&KJ:0T 

»*Cft*W (VI) *R*IU #^fc7x/-^tAD^M^* 
TifiMb^ (I c) Off 0 - fc^Sio RJEJ±«»f«T 

8 0? Sf UiiOM 5 0W0. 5-9 0l»ilRJ6«**ttfJ:v>o LTti± 



fflv>* C WISo it (II 



3) isJ;^ (VI) $ fLZlk&m \±$;&<Ott&m 
ffif£# 2004-3122706 



120 0 4-16 7 94 1 



^ — 



21/ 



[0 0 5 5 ] 

(*4ifc) ft<£» (Id) (X 3 = C ( = NH) NHOH) <D4t& 

^ (id) ^&%fi%fc&m\*vxT<oj]&^&&~£%z>o 

[ft 8] 

I 6 F ? 6 ■•• • 




.N 




NH 
^NHOH 



R 9 R 10 
R 8 



& (VIII) t^?ti^^ ! I^^FD^>'^Tr/i:ElE$^ iflMfr&W (Id 
) ^a^t^o RjSttM£fc*#*-COlC~l 5 0°C, SrtL<(±_2 CC-l 0 

^ (Vlll) r^^Mfci^^£nolb^%£ffl^T& i < . G&wit&mfrhm 
[0 0 5 6] 

(#5 ft) ffc-frW (I e) (X 3 = ^ty7V'n» 
Mb 9] 



R 6 NH 





H (Id) 

JifBfM ^/i^ (Id) "C^StLS^^fcCDI. MJ*X^ 

#&RJSB3-£ BKKfr&W (I e) ^it^i^o RJ&tiJSUS* 3 0 °C 

~15 0°C, iflt<ttO°C- 1 0 0 °CT: 0 . 5 NfK~ 9 0 RfMWRJ&S^tLtf «£ \/» 0 

BBKfrfrW (I e) ©tH^7 7n > t^R 17 -trft?H£ *ltv^ & -ffrfrtoT***^ ± 
|B*& X *) R 1 7 ** H * a ft-S^ * # t-«t «^ * * SIS fctt* WT 

J: v^ 0 

[0 0 5 7] 

(»6fe) -m^-t) (If) (X 3 = «ty7yV>) 



ffifiE# 2004-3122706 
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/v 



dd) 



Hal' 



"COOMe 




N — \ 



Ft 9 R 10 
R 8 



±KiM8rc# (i d) T^^^^fc^nyw^l^^, 

^ ( I e ) - t#-Ci4o Klill^ilWt- 3 0 °C~ 1 5 0 L < 

[0 0 5 81 ^ 

" HU i] 

Re 



R 3-s7 '" 

R 2 x_-^ 
// 



LQ 



N 



(H-2) 



R 6 

R^J^Hal 

R 7 
(IX) 




(X) 



X 3 

R 1 ^A x io 
(XI) 




^ (I 1-2) ^£fLMb^« (ix) ^s*i;Mfc^*tt:toRJfcMi)-u ^ 

(X) ■e7F-£tiZtt<k®*&&o R£WIUlilI4», ^««Ttr-5 0 o C 
~15 0°C, Sff L<«-2 0°C~1 0 Ott, 0. 5-6 OB#WR{S£^*LtfJ:v>o 
g^Ltli JifB^ i ife i- fBIRO W * ffl v^* i t § . i: L 1 1± ± iB^ 2 ^ H sB#, 

(X) =Hfc#W (XI) ^7yr/«4:#U * (^J^** 
5 0TC-2 0 0TC, ff*L<tt 2 0^15 0°Ct, 0. 5 ~ 6 0J*W^^" 

v^ 0 mm ti±iB» i « ^tB«<D %o*fflv»*£k#T?ft , aut hi f ££t £ 

^ (I 1-2) , 5* (IX) j3i^ (XI) t?*$*L*^»t±^^^»*ffl 

ffifIE# 2004-3122706 
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[0 0 5 9] 



»7K*T^*ui«, «T;V77V«, #««*OjttSKffl#2iT, -2 0°C~1 0 0 

°c -e r ;v n - ;v R(S $ -£ ft. 7iV3^y(; m% £ ft fc jk^% a*W <b ft & 0 



* t? Rts $ s i id «t *) > iw*^ # * v k « $ fi tz m <b ft & 0 

[0 0 6 1 ] 

~>*;v^-;v, ^ntV7;vnify*;^-iK 7'J-iVtt7iV3^y*;v^)V, 1 



;K ^7y;v) , bV7/i/W^ (t-7'fJVy7f^y'JiV, PJ^;7nt>y 
, 7;^;v^7'J-;vy'J^ (t-7*f;v^7x-;vy'J;vf) > m;t-7;v^ 

y xfjK > 7iV^y7JV3^ry7MiV h 

(T F5t Kntf?>- 2 --OK 4-7- l^fvr F5t Kn tf 7 > - 4 - 4 
30 , f t>7tFnftt'7^ (rF7tFnftH"7>-2-^iVf) , 7btF 
D 79-jv (fF7tFn77>-2-^;vf) , x 1 9 n Knft 7 7 -;v (r>7t 



M»f F5tFD7 7>, WWM7 5F, 5>*n 
n**^ F-;i/^>, ^>-b?>% v^n^^>, ^^y, 

gjjgfe.x<f-)K SH^f*', ^7y->\ v^ d r'T>> T*te>>\ — hUJt' 

J/cli-eft^fSMSt^il^^ tF7yV, tfHv7, 7WMb7 h V 7 




[0 0 6 2] 



[0 0 6 3] 



[0 0 6 4] 

l) 5S: : 



2004-3122706 



mm 2 0 0 4 - 1 6 7 9 4 1 

lit 12} 



R? R 4 




[0 0 6 5 ] 
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^-v 1 25/ 



R x_5V R4 



R 20 R?R 4 




Agfl^No. 




R20 


n 


R2 


R3.R4 


A1 


a1 


4-CI 


0 


H 


H,H 


A2 


a1 


4-CI 


0 


H 


Me,Me 


A3 


a1 


4-CI 


0 


H 


Et,Et 


A4 


al 


4-CI 


0 


H 


H.Et 


A5 


a1 


4-CI 


0 


H 


H,Ph 


A6 


a1 


4-CI 


0 


H 


H.C6H4-4-F 


A7 


a1 


4-CI 


0 


Me 


H,H 


A8 


a1 


4-CI 


0 


Me 


Me,Me 


A9 


al 


4-CI 


0 


Me 


Et,Et 


A10 


a1 


4-CI 


0 


Me 


H.Et 


A11 


a1 


4-CI 


0 


Me 


H.Ph 


A12 


a1 


4-CI 


0 


Me 


H.C6H4-4-F 


A13 


a1 


4-CI 


0 


OMe 


H,H 


A14 


a1 


4-CI 


0 


OMe ! 


Me.Me 


A15 


a1 


4-CI 


0 


OMe 


Et,Et 


A16 


a1 


4-CI 


0 


OMe 


H.Et 


A17 


a1 


4-CI 


0 


OMe 


H.Ph 


A18 


a1 


4-CI 


0 


OMe 


H.C6H4-4-F 


A19 


a1 


4-CI 


0 


CH20H 


H,H 


A20 


a1 


4-CI 


0 


CH20H 


f 1 f\. Al IJ A 1 — 

H.C6H4-4-F 


A21 


al 


4-CI 


0 


CH20Me 


H,H 


A22 


al 


4-CI 


0 


CH20Me 


Me.Me 


A23 


a1 


4-CI 


0 


CH20Me 


Et.Et 


A24 


a1 


4-CI 


0 


CH20Me 


H.Et 


A25 


al 


4-CI 


0 


CH20Me 


H.Ph 


A26 


a1 


4-CI 


0 


CH20Me 


H.C6H4-4-F 


A27 


al 


4-CI 


0 


CF3 


H,H 


A28 


a1 


4-CI 


0 


CF3 


Me.Me 


A29 


a1 


4-CI 


0 


CF3 


Et,Et 


A30 


a1 


4-CI 


0 


CF3 


H.Et 


A31 


a1 


4-CI 


0 


CF3 


H,Ph 


A32 


a1 


4-CI 


0 


CF3 


H.C6H4-4-F 


A33 


a1 


4-CI 


0 


CH20Ph 


H,H 
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m2\ 



A34 


a1 


4-CI 


0 


CH20Ph 


H,C6H4-4-F 




a1 


4-CI 


o 


CH20CH2Ph 


H,H 


AIR 


a1 


4-CI 


o 


CH20CH2Ph 


H,C6H4-4-F 


MO / 


ca 1 


4-CI 


0 


CH2— morpholino 


H t H 


Moo 


a 1 


4-CI 

*T U 1 


o 


CH2— morohoiino 

1 | III w 1 1 1 V/ ■ ■ ■ ■ V*» 


Me r Me 


AOn 


a 1 


4-pi 

*T Ul 


o 


OH?— mornholino 

V* lib iii yJ* fJ i ■ v/ ■ tf i w 


Et r Et 


a ah 


a i 


4-PI 


n 


PH2— mornholino 

V™/ 1 1 f_ 1 1 Ivl JJI IVI 111 V»» 


H.Et 


A A1 
A*f I 


n1 

a i 


4— PI 

•+ U 1 


o 


PHP— mornholino 


H,Ph 


AA9 


a i 


4— pi 

■t Ui 


o 


PHP— mornholino 


H r C6H4-4-F 


A A O 


a i 


A— PI 


n 




H r H 


AAA 


a i 


4— pi 


n 
\j 


CH2NHBu 


H C6H4-4-F 


A A FI 
A40 


a i 


4— PI 


n 


C = PPh 

U — U 1 1 1 


H,H 


A Aft 


a i 


4— ni 




CrECPh 


H C6H4-4-F 


A /I "7 

A4/ 


a i 


4— PI 
H ul 


n 


Ph 
• 1 1 


H,H 


A AQ 
A*tO 


a i 


4— ni 

*+ Ul 


o 


Ph 


H C6H4-4-F 


A AQ 


a i 


4— PI 

*+ ul 


n 


C6H4-4-CF3 


H,H 


A cn 
AOU 


a i 


4— PI 
*+ ul 


n 


P6H4-4-CF3 


H C6H4-4-F 


AO I 


a i 


4— PI 
*+ ul 


n 
u 


wunt o ui \j 


H,H 


A KO 

AOZ 


a i 


A— PI 

H Ul 


n 


P6H4-3-PF3 
uun*t o u i »j 


H C6H4-4-F 

i i j \J i i^r i 


AOo 


a i 


4— PI 
*t u 1 


LI 


C6H4-4-OH 


h\H 


A KA 

Ao4 


a i 


A— PI 

*T Ul 


n 


P6H4-4-OH 

uun*T *t un 


H C6H4-4-F 


A KK 

ADO 


a 1 


A— PI 
*f ul 


n 


PHPPh 


H,H 


Aob 


a I 


A— PI 
*f ul 


n 


puopu 


H C6H4-4-F 

n ( uui i— — i 


A K~7 
AO/ 


a i 


A— PI 
*t ul 




PH9PfiH4— 4— PF3 


H,H 


A KQ 

AOo 


a i 


4— PI 
*+ ul 


n 


PH°CfiH4— 4-CF3 


Mf^ Me 

1 1 » I w 


A CO 

Aoy 


a i 


A— PI 

H- Ul 


n 


PM°PR W4-4-P F3 


Et,Et 


A Cft 

AOU 


a i 


A— PI 
*f ul 


n 


PH°PfiH4— 4— CF3 
un £.uun*T *t ui o 


H Et 


A C1 

Abl 


a i 


A— PI 
tf oi 


n 


PH?PfiH4— 4-CF3 


H,Ph 


A CO 

AbZ 


a i 


A—PI 
H" ul 


n 


PH°PfiH4-4-CF3 


H C6H4-4-F 


ADO 


a i 


4— PI 

*T Ul 


n 

u» 


PH2C6H4-4-OCF3 

un^uui i"t "t v_/ w i v«f 


H,H 


AfiA 


a 1 


4-CI 

*T Ul 


0 


CH2C6H4-4-OCF3 


h\C6H4-4-F 


ADO 


ol 
a 1 


4— PI 

*T U 1 


o 


CH2C6H4-4-Ph 


H,H 


ADD 


a 1 


4-PI 

*T Ul 


u 


CH2C6H4-4-Ph 

V-/ 1 I^UUI 1 » » I I' 


H,C6H4-4-F 


Afi7 
MD / 


a 1 


4-CI 

*T U 1 


0 


CH2C6H4-2-CI 


H,H 


MOO 


a I 


4-CI 


o 


CH2C6H4-2-CI 


H,C6H4-4-F 




a 1 


4-CI 


o 


(CH2)2Ph 


H,H 


M / \J 


a I 


4-CI 


0 


(CH2)2Ph 


H,C6H4-4-F 


A71 
A / 1 


CI 1 


4-CI 


0 


SPh 


H f H 


A72 


a1 


4-CI 


0 


SPh 


H,C6H4-4-F 


A73 


a1 


4-CI 


0 


NH2 


H f H 


A74 


a1 


4-CI 


0 


NH2 


H,C6H4-4-F 


A75 


a1 


4-CI 


0 


NHMe 


H,H 


A76 


a1 


4-CI 


0 


NHMe 


H f C6H4-4-F 


All 


a1 


i 4-CI 


0 


CH2-piperazino-Ph 


H f H 
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[S3] 



A78 


a1 


4-CI 


0 


A79 


a1 


4-CI 


0 


A80 


a1 


4-CI 


0 


A81 


a1 


4-CI 


0 


A82 


a1 


4-CI 


0 


A83 


a1 


4-CI 


0 


A84 


a1 


4-CI 


0 


A85 


a1 


4-CI 


0 


A86 


a1 


4-CI 


0 


A87 


a1 


4-CI 


0 


A88 


a1 


4-CI 


0 


A89 


a1 


4-CI 


0 


A90 


a1 


4-CI 


0 


A91 


a1 


4-CI 


0 


A92 


a1 


4-CI 


0 


A93 


a1 


4-CI 


0 


A94 


a1 


4-CI 


0 


A95 


a1 


4-CI 


0 


A96 


a1 


4-CI 


0 


A97 


a1 


4-CI 


0 


A98 


al 


4-CI 


0 


A99 


a1 j 


4-CI 




A100 


a1 


4-CI 




A101 


a1 


4-CI 




A102 


a1 


4-CI 




A103 


a1 


4-CI 




A104 


a1 


4-CI 




A105 


a1 


4-CI 




A106 


a1 


4-CI 




A107 


a1 


4-CI 




A108 


a1 


4-CI 




A109 


a1 


4-CI 




A110 


a1 


4-CI 




A111 


a1 


4-CI 




A112 


a1 


4-CI 




A113 


a1 


4-CI 




A114 


a1 


4-CI 




A115 


a1 


4-CI 




A116 


a1 


4-CI 




A117 


a1 


4-CI 




A118 


a1 


4-CI 




A119 


a1 


4-CI 




A120 


al 


4-CI 




A121 


a1 


4-CI 
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GH2— DiDerazino~Ph I 


H,C6H4-4-F 


CH2""pipBridino 1 


H,H 


OH?— niDeridino 


M,C6H4-4-F 


OCH2Ph 


H,H 


OCH2Ph 


H.C6H4-4-F 


Ac 


H,H 


Ac 


H.C6H4-4-F 


CONH2 


H,H 


CONH2 


H,C6H4-4-F 


GSNH2 


H,H 


CSNH2 


H,C6H4-4-F 


OOONH2 


H,H 


onoNH2 

VUVINrlL 


H C6H4-4-F 




H H 


UuolMnt 


H C6H4-4-F 

n,vui i~ ■ ' 




H t H 


uovj^ivie 


H CfiH4-4-F 




H H 




H OfiH4— 4~F 


i 
i 


H H 
i i,i i 


1 
l 


H C6H4-4-F 


u 
n 


H,H 


n 


Mp Mp 


n 


Et,Et 


u 
n 


H.Et 


u 
n 


H,Ph 


u 

n 


H C6H4-4-F 


Ma 


H r H 


Mo 


Me,M© 




Et,Et 


Me 


H.Et 




H,Ph 




H C6H4-4-F 


OMe 


H,H 


OMe 


Me, Me 


OMe 


Et,Et 


OMe 


H.Et 




H,Ph 


OMe 


H,C6H4-4-F 


CH20H 


H t H 


CH20H 


H f C6H4-4-F 


CH20Me 


H r H 


CH20Me 


Me,Me 


CH20Me 


Et,Et 
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A122 


a1 


4-CI 


1 


CH20Me I 


H.Et 


A123 


a1 


4-CI 


1 


CH20Me 


H,Ph 


A124 


a1 


4-CI 


1 


CH20Me 


H,C6H4-4-F 


A125 


a1 


4-CI 


1 


CF3 


H T H 


A126 


al 


4-CI 


1 


CF3 


V!e,Me 


A127 


a1 


4-CI 


! 


CF3 


Et,Et 


A128 


al 


4-CI 




CF3 


H.Et 


A129 


a1 


4-CI 


1 


CF3 


H,Ph 


A130 


a1 


4-CI 




CF3 


H.C6H4-4-F 


A131 


a1 


4-CI 




CH20Ph 


H,H 


A132 


a1 


4-CI 


t 


CH2CPh 


H.C6H4-4-F 


A133 


a1 


4-CI 


1 


CH20CH2Ph 


H,H 


A134 


a1 


4-CI 




CH20CH2Ph 


H,C6H4-4-F 


A135 


a1 


4-CI 


1 


CH2-morpho!ino 


H,H 


A136 


al 


4-CI 




CH2-morpholino 


Me.Me 


A137 


al 


4-CI 


-1 


CH2-morpholino 


Et,Et 


A138 


a1 


4-CI 


1 


CH2-morpholino 


H.Et 


A139 


a1 


4-CI 


1 


CH2-morpholino 


H,Ph 


A140 


a! 


4-CI 


1 


CH2-morpholino 


H,C6H4-4-F 


A141 


a1 


4-CI 


! 


CH2NHBU 


H,H 


A142 


a1 


4-CI 


-I 


CH2NHBu 


H.C6H4-4-F 


A143 


a1 


4-CI 


1 


C = CPh 


H,H 


A144 


a! 


4-CI 


1 


C = CPh 


H,C6H4-4-F 


A145 


a! 


4-CI 


1 


Ph 


H,H 


A146 


a1 


4-CI 


1 


Ph 


H.C6H4-4-F 


A147 


al 


4-CI 


1 


C6H4-4-CF3 


H,H 


A148 


al 


4-CI 


1 


C6H4-4-CF3 


H.C6H4-4-F 


A149 


a1 


4-CI 


! 


C6H4-3-CF3 


H,H 


A150 


al 


4-CI 


1 


C6H4-3-CF3 


H r C6H4-4-F 


A151 


a1 


4-CI 


1 


C6H4-4-OH 


H,H 


A152 


al 


4-CI 


-j 


C6H4-4-OH 


H,C6H4-4-F 


A153 


a! 


4-CI 


1 


CH2Ph 


H,H 


A154 


al 


4-CI 


! 


CH2Ph 


H.C6H4-4-F 


A155 


a! 


4-CI 




CH2C6H4-4-CF3 


H,H 


A156 


a! 


4-CI 




CH2C6H4-4-CF3 


Me.Me 


A157 


al 


4-CI 




CH2C6H4-4-CF3 


Et f Et 


A158 


a1 


4-CI 


! 


CH2C6H4-4-CF3 


H.Et 


A159 


a1 


4-CI 


1 


CH2C6H4-4-CF3 


H,Ph 


A160 


a! 


4-CI 




CH2C6H4-4-CF3 


H,C6H4-4-F 


A161 


a1 


4-CI 




CH2C6H4-4-OCF3 


H t H 


A162 


a! 


4-CI 




CH2C6H4-4-OCF3 


H,C6H4-4-F 


A163 


a1 


4-CI 




CH2C6H4-4-Ph 


H,H 


A164 


a1 


4-CI 




CH2C6H4-4-Ph 


H,C6H4-4~F 


A165 


a! 


4-CI 




CH2C6H4-2-CI 


H t H 
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A166 


a1 


4-CI 




CH2C6H4-2-CI 


H.C6H4-4-F 


A167 


a1 


4-CI 




(CH2)2Ph 


iH 


A168 


a1 


4-CI 




(CH2)2Ph 


H.C6H4-4-F 


A169 


a1 


4-CI 




SPh 


H.H 


A170 


a1 


4-CI 




SPh 


M.C6H4-4-F 


A171 


a1 


4-CI 




NH2 


-t,H 


A172 


a1 


4-CI 




NH2 


H.C6H4-4-F 


A173 


a1 


4-CI 




NHMe I 


H,H 


A174 


a1 


4-CI 




NHMe 


rl,C6H4-4-F 


A175 


a1 


4-CI 




CH2-piperazino-Ph 


H,H 


A176 


a1 


4-CI 




CH2-piperazino-Ph 


H.C6H4-4-F 


A177 


a1 


4-CI 




CH2-piperidino 


H,H 


A178 


a1 


4-CI 




CH2-piperidino 


H.C6H4-4-F 


A179 


a1 


4-CI 




OCH2Ph 


H,H 


A180 


a1 


4-CI 




0CH2Ph 


H.C6H4-4-F 


A181 ' 


a1 


4-CI 




Ac 


H.H 


A182 


a1 


4-CI 




Ac 


H.C6H4-4-F 




a1 


4-CI 




CONH2 


H.H 


A184 


a1 


4-CI 




C0NH2 


H,C6H4-4-F 


A185 


al 


4-CI 




CSNH2 


H,H 


A186 


a1 


4-CI 




CSNH2 


H.C6H4-4-F 


A187 i 


a1 


4-CI 




OCONH2 


H.H 


A188 


a1 


4-CI 




OCONH2 


H.C6H4-4-F 


A189 


a1 


4-CI 




OCSNH2 


H.H 


A190 


a1 


4-CI 




OCSNH2 


H.C6H4-4-F 


A191 


a1 


4-CI 




0S02Me 


H.H 


A192 


a1 


4-CI 




0S02Me 


H.C6H4-4-F 


A1 93 


a1 


4-CI 




0S02Ph 


H.H 


A194 


a1 


4-CI 




0S02Ph 


H.C6H4-4-F 


A195 


a1 


4-CI 




I 


H.H 


A196 


al 


4-CI 




I 


H.C6H4-4-F 


A197 


a1 


4-CI 


2 


H 


H.H 


A198 


a1 


4-CI 


2 


H 


Me, Me 


A199 


al 


4-CI 


2 


H 


Et,Et 


A200 


al 


4-CI 


2 


H 


H.Et 


A201 


al 


4-CI 


2 


H 


H,Ph 


A202 


a1 


4-CI 


2 


H 


H.C6H4-4-F 


A203 


a1 


4-CI 


2 


Me 


H.H 


A204 


a1 


4-CI 


2 


Me 


Me.Me 


A205 


a1 


4-CI 


2 


Me 


Et,Et 


A206 


a1 


4-CI 


2 


Me 


H.Et 


A207 


a1 


4-CI 


2 


Me 


H.Ph 


A208 


al 


4-CI 


2 


Me 


H.C6H4-4-F 


A209 


a1 


4-CI 


2 


OMe 


H.H 
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A210 


a1 


4-CI 


2 


A211 


a1 


4-CI 


2 


A212 


a1 


4-CI 


2 


A213 


a1 


4-CI 


2 


A214 


a1 


4-CI 


2 


A215 


a1 


4-CI 


2 


A216 


a1 


4-CI 


2 


A217 


a1 


4-CI 


2 


A218 


a1 


4-CI 


2 


A219 


a1 


4-CI 


2 


A220 


a1 


4-CI 


2 


A221 


a1 


4-CI 


2 


A222 


a1 


4-CI 


2 


A223 


a1 


4-CI 


2 


A224 


a1 


4-CI 


2 


A225 


a1 


4-CI 


2 


A226 


a1 


4-CI 


2 


A227 


a1 


4-CI 


2 


A228 


a1 


4-CI 


2 


A229 


a1 


4-CI 


2 


A230 


a1 


4-CI 


2 


A231 


a1 


4-CI 


2 


A232 


a1 


4-CI 


2 


A233 


a1 


4-CI 


2 


A234 


al 


4-CI 


2 


A235 


a1 


4-CI 


2 


A236 


a1 


4-CI 


2 




a1 


4-CI 


2 


A238 


a1 


4-CI 


2 


A239 


a1 


4-CI 


2 


A240 


a1 


4-CI 


2 


A241 


a1 


4-CI 


2 


A242 


a1 


4-CI 


2 


A243 


a1 


4-CI 


2 


A244 


a1 


4-CI 


2 


A245 


a1 


4-CI 


2 


A246 


a1 


4-CI 


2 


A247 


a1 


4-CI 


2 


A248 


a1 


4-CI 


2 


A249 


a1 


4-CI 


2 


A250 


a1 


4-CI 


2 


A251 


a1 


4-CI 


2 


A252 


al 


4-CI 


2 


A253 


a1 


4-CI 


2 
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OMe 1 


VIe.Me 


OMe 


=t,Et 


OMe 


H.Et 


OMe 


H.Ph 


OMe 


H.C6H4-4-F 


CH20H 


H,H 


CH20H 


H.C6H4-4-F 


CH20Me 


H.H 


CH20Me 


VIe.Me 


CH20Me 


Et,Et 


CH20Me 


H.Et 


CH20Me 


H.Ph 


CH20Me 


H.C6H4-4-F 


CF3 


H,H 


CF3 


VIe.Me 


CF3 


Et,Et 


CF3 


H.Et 


CF3 


H.Ph 


CF3 


H,C6H4-4-F 


CH20Ph 


H,H 


CH20Ph 


H.C6H4-4-F 


CH2O0H2Ph 


H,H 


CH2O0H2Ph 


H.C6H4-4-F 


CH2 - morpholino 


H,H 


CH2— morpholino 


Me.Me 


CH2 — morpholino 


Et,Et 


CH2— morpholino 


H.Et 


CH2 — morpholino 


H,Ph 


CH2 - morpholino 


H.C6H4-4-F 


CH2NHBu 


H.H 


CH2NHBU 


H.C6H4-4-F 


C = CPh 


H.H 


C = CPh 


H.C6H4-4-F 


Ph 


H.H 


Ph 


H.C6H4-4-F 


C6H4-4-CF3 


H.H 


C6H4-4-CF3 


H.C6H4-4-F 


C6H4-3-CF3 


H.H 


C6H4-3-CF3 


H.C6H4-4-F 


C6H4-4-OH 


H.H 


C6H4-4-OH 


H.C6H4-4-F 


CH2Ph 


H.H 


CH2Ph 


H.C6H4-4-F 


CH2C6H4-4-CF3 


H.H 
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A254 


a1 


4-CI 


2 


CH2C6H4-4-CF3 


y/1e,Me 


A255 


a1 


4-CI 


2 


CH2C6H4-4-CF3 


Et.Et 


A256 


a1 


4-CI 


2 


CH2C6H4-4-CF3 


H.Et 


A257 


a1 


4-CI 


2 


CH2C6H4-4-CF3 


-I.Ph 


A258 


a1 


4-CI 


2 


CH2C6H4-4-CF3 


H.C6H4-4-F 


A259 


a1 


4-CI 


2 


CH2C6H4-4-OCF3 I 


H.H 


A260 


a1 


4-CI 


2 


CH2C6H4-4-OCF3 


H.C6H4-4-F 


A261 


a1 


4-CI 


2 


CH2C6H4-4-Ph 


H,H 


A262 


a1 


4-CI 


2 


CH2C6H4-4-Ph 


H.C6H4-4-F 


A263 


a1 


4-CI 


2 


CH2C6H4-2-CI 


H,H 


A264 


a1 


4-CI 


2 


CH2C6H4-2-CI i 


H.C6H4-4-F 


A265 


a1 


4-CI 


2 


(CH2)2Ph 


H,H 


A266 


a1 
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C59 


4315 


A2712 


B22 


CI 


4316 


A2712 


B22 


C5 


4317 


A2712 


B22 


C41 


4318 


A2712 


B22 


C59 


4319 


A2719 


B1 


C1 


4320 


A2719 


B1 


C5 


4321 


A2719 


B1 


C41 


4322 


A2719 


B1 


C59 


4323 


A2719 


B2 


C1 


4324 


A2719 


B2 


C5 


4325 


A2719 


B2 


C41 


4326 


A2719 


B2 


C59 


4327 


A2719 


B21 


C1 


4328 


A2719 


B21 


05 


4329 


A2719 


B21 


C41 


4330 


A2719 


B21 


C59 


4331 


A2719 


B22 


01 


4332 


A2719 


B22 


05 


4333 


A2719 


B22 


C41 


4334 


A2719 


B22 


059 


4335 


A2724 


B1 


01 


4336 


A2724 


B1 


05 


4337 


A2724 


B1 


041 


4338 


A2724 


B1 


C59 


433S 


l A2724 


B2 


C1 


434C 


) A2724 


B2 


05 


4341 


A2724 


B2 


041 


434J 


I A2724 


B2 


C59 


434( 


J A2724 


B21 


01 


434< 


1 A2724 


B21 


05 



4345/ 


A2724 


321 


C41 


4346 - 


A2724 


321 


059 


4347- 


A2724 


B22 


C1 


4348- 


A2724 


B22 


C5 


4349 - 


A2724 


B22 


C41 


4350 


A2724 


B22 


C59 


4351 


A2733 


B1 


C1 


4352 


A2733 


B1 


05 


4353 


A2733 


B1 


C41 


4354 


A2733 


B1 


C59 


4355 


A2733 


B2 


C1 


4356 


A2733 


B2 


C5 


4357 


A2733 


B2 


C41 


4358 


A2733 


B2 


C59 


4359 


A2733 


B21 


C1 


4360 


A2733 


B21 


05 


4361 


A2733 


B21 


C41 


4362 


A2733 


B21 


C59 


4363 


A2733 


B22 


C1 


4364 


A2733 


B22 


C5 


4365 


A2733 


B22 


C41 


4366 


A2733 


B22 


C59 


4367 


A2738 


B1 


C1 


4368 


A2738 


B1 


C5 


4369 


A2738 


B1 


C41 


4370 


A2738 


B1 


C59 


4371 


A2738 


B2 


C1 


4372 


A2738 


B2 


C5 


4373 


A2738 


B2 


C41 


4374 


A2738 


B2 


C59 


4375 


A2738 


B21 


C1 


4376 


A2738 


B21 


C5 


4377 


A2738 


B21 


C41 


4378 


A2738 


B21 


C59 


437S 


A2738 


B22 


C1 


438C 


I A2738 


B22 


C5 


4381 


A2738 


B22 


C41 


4382 


! A2738 


B22 


C59 



[0 13 0] 



tBIE# 2004-3122706 



#E§ 2004-167941 



me 3] 



No. 


A 


3 ( 




5151 i 


A3883 


31 I 


31 


5152 > 


43883 


31 


35 


*S1 53 


A3883 


31 


D41 


51 54 


A3883 


B1 


059 


SI 55 


A3883 


B2 


C1 


51 5fi 




32 


05 


57 


A^ftft3 




C41 


51 5ft 


AOOQO 
nuOOu 


R9 


059 




A^Rft^ 


R21 


01 


c;i fin 


A^ftft** 


R91 




O 1 D l 


A^ftft*3 

MOOOO 


R91 

DA 1 


041 


R9 
O I OA 


A^ftft^ 
MOOOO 


R91 


05°. 


O 1 DO 


A<*ftft^ 
MOOOO 


R99 

DA A 


W 1 


f\1 fiA 


A^ftft** 
MOOOO 


R99 

D A A 


G5 


0 I DO 


A^ftft** 
MOOOO 


R99 

O AA 


041 


O I OD 


MOOOO 


R99 

D AA 


059 


fi"7 
DID/ 


MOoO*f 


R1 


O 1 


O I DO 


MOOO** 


R1 


H5 


R1 fiQ 


MOOO*t 


R1 

D 1 


OA1 


O I /u 


MOOO*r 


R1 


059 




A^ftftA 
AOOOM- 


R9 


O I 


D I /A 


MOOO*t 


R9 


C5 

WW 


O 1 /o 


MOOOH 


R9 


H41 


Ol /4 


MOOO*+ 


R9 

DA 




D 1 fO 


A r>OQA 
MOOOH- 


R91 

DA 1 


ni 


EI1 7G 


MOOO*+ 


R91 

DA 1 




0 I / / 




R91 

DA 1 


C41 


5^1 7ft 
0 I /O 


MOoO*+ 


R91 

DA 1 




7Q 


A*3ftftA 
MOOO*r 


D A A 


01 

W 1 


v> 1 ou 


A^ftftA 


R22 


05 


O I O I 


MOOOHr 


R99 

D AA 


041 


p;i ft9 
O I oa 


A^RftA 
MOOO*+ 


R99 

D AA 




O I oo 


A**ftft5 

MOOOvJ 


R1 
D ! 


C1 


\J 1 OH 


■ nOOOJ 


R1 


05 


51 ft* 


, Aqftft5 


R1 


C41 


51 8C 


1 A3885 


R1 
D I 




51 8^ 


' A3885 


B2 


C1 


5186 


J A3885 


B2 


C5 


51 8< 


) A3885 


B2 


C41 


51 9( 


) A3885 


B2 


C59 


5191 


A3885 


B21 


C1 


5192 


I A3885 


B21 


C5 


51 93 A3885 


B21 


C41 



5194 i 


^3885 I 


321 


D59 


5195 - 


*3885 I 


322 


01 


5196 - 


^3885 


322 


C5 


5197 , 


A3885 


B22 


C41 


5198 


A3885 


B22 


C59 


5199 


A3886 


B1 


C1 


5200 


A3886 


B1 


C5 


5201 


A3886 


B1 


C41 


5202 


A3886 


B1 


C59 


5203 


A3886 


B2 


C1 


5204 


A3886 


B2 


C5 


5205 


A3886 


B2 


C41 


5206 


A3886 


B2 


C59 


5207 


A3886 


B21 


C1 


5208 


A3886 


B21 


C5 


5209 


A3886 


B21 


C41 


5210 


A3886 


B21 


C59 


5211 


A3886 


B22 


C1 


5212 


A3886 


B22 


C5 


5213 


A3886 


B22 


C41 


5214 


A3886 


B22 


C59 


5215 


A3887 


B1 


01 


5216 


A3887 


B1 


05 


5217 


A3887 


B1 


C41 


5218 


A3887 


B1 


C59 


5219 


A3887 


B2 


C1 


5220 


A3887 


B2 


C5 


5221 


A3887 


B2 


C41 


5222 


A3887 


B2 


059 


5223 


A3887 


B21 


01 


5224 


A3887 


B21 


C5 


5225 


A3887 


B21 


C41 


5226 


A3887 


B21 


C59 


5227 


A3887 


B22 


01 


5228 


A3887 


B22 


05 


5229 


A3887 


B22 


041 


5230 


A3887 


B22 


C59 


5231 


A3888 


B1 


01 


5232 


. A3888 


B1 


05 


5233 


! A3888 


B1 


041 


5234 


I A3888 


B1 


059 


523E 


» A3888 


B2 


C1 


523( 


> A3888 


B2 


C5 


523"; 


' A3888 


B2 


C41 



5238- 


A3888 


32 


059 


5239 , 


A3888 


321 


01 


5240 


A3888 


B21 


C5 


5241 


A3888 


B21 


041 


5242 


A3888 


B21 


059 


5243 


A3888 


B22 


01 


5244 


A3888 


B22 


C5 


5245 


A3888 


B22 


C41 


5246 


A3888 


B22 


C59 


5247 


A3889 


B1 


01 


5248 


A3889 


B1 


C5 


5249 


A3889 


B1 


C41 


5250 


A3889 


B1 


059 


5251 


A3889 


B2 


C1 


5252 


A3889 


B2 


05 


5253 


A3889 


B2 


C41 


5254 


A3889 


B2 


C59 


5255 


A3889 


B21 


C1 


5256 


A3889 


B21 


C5 


5257 


A3889 


B21 


C41 


5258 


A3889 


B21 


059 


5259 


A3889 


B22 


C1 


5260 


A3889 


B22 


C5 


5261 


A3889 


B22 


C41 


5262 


A3889 


B22 


C59 


5263 


A3890 


B1 


C1 


5264 


A3890 


B1 


05 


5265 


A3890 


B1 


041 


5266 


A3890 


B1 


C59 


5267 


A3890 


B2 


C1 


5268 


A3890 


B2 


C5 


5269 


A3890 


B2 


C41 


5270 


A3890 


B2 


C59 


5271 


A3890 


B21 


C1 


5272 


A3890 


B21 


C5 


5273 


A3890 


B21 


C41 


5274 


r A3890 


B21 


C59 


5275 


A3890 


B22 


C1 


5276 


. A3890 


B22 


05 


5277 


A3890 


B22 


C41 


527£ 


i A3890 


B22 


C59 



$ni©ppAR7 3-^ hmmmm.&mfc'p par ©H4t aii^fttti^ff « 

mmmm, mmmmig, 6hdl^ sldls, svldl 

2004-3122706 



Sfrffi 2004-167941 



^-y : 90/ 



fif t5u^> »^ * (a*. »^ M ^ * T;v r^ 



[0133] 

^i&K>fb^!»o*=tt*t--?-o#Jii^a^^JR^#^ awau ratRak 

7 r 7 'J >t^*^ y 7 A U < 1± v ^- JVf If ^ o 4m<D&M£ 

flfO 0 0 5~10mg/kg/S^!)^fUliO. 01-lmg/kg/B«IE 
[ 0 1 3 6 ] 

[0 13 7] 

Me **f-K 
E t ^-f-;v 

nBu n-7f;V 
t B u t e r t 

n P r n-7°n 
Ph 7x-;v 
Bn 

ffifiE#2 004-3122706 



#11 2004-167941 



^-v: 91/ 



A c 
Ms 
TMS 

P cc 

GDI 
DBU 
DME 
D PM 
TB S 
T FMP 
[0 13 8] 
mi 5] 



tf i ; >? - >> a ? n n ? n ^ - b 

l , l ' -*;v*-;vvM? ^V- ;v 

1 , 8 -vT^ftfv^ n [5. 4. 0] 
1 , 2 -y^ f^v^^ 7 > 

3-tert -/f^y^f^v'J ;v 



1) Li N (TMS) 2 
(COOEt) 2 

2) NH 2 OH-H s O 



R 2 / 



pOOEt 
N 



5 _ (4 _ MJ7j vtn^f;V7x-;v) -4 v**lrV-fr- 3 -ft/M^Bfe^^* 
(r! = TFMP^ R 2 = B\ 1-1-1) _ „ 

8t!:t|2|t6 10mgfffc. £«>i;**A*3. 5 8^^-^5mK ^ 
HKn^T^l. 2 2 gSrinx.2 0«fW««bfeo ^ nn 

fcjSMt* v y *W07f eft u ra^^^ : > (i : l ) U 

^^4SfeM B H H t L-C 2 . 5 5 g#fc 0 W 6 0 % 
[0 13 9] 

( 1 _ 1 _ 2 ) ~ (1-1-4) ^IC^L/Co 
[0 14 0] 
[$6 4] 



No 


R 1 


R 2 


NMR 


1-1-1 


TFMP 


H 


1.46(3H > t,J=6.9Hz) ) 4.49(2H,q,J=6.9Hz), 7.04(1 
H,s),7.77(2H,d,J=8.7Hz),7.95(2H,d,J=8.7Hz) 


1-1-2 


TFMP 


Me 


1.46(3H,t,J=6.9Hz),2.47(3H,s),4.49(2H,q,J=6.9 
Hz),7.78(2H,d,J=8.4Hz),7.86(2H ; d,J=8.4Hz) 


1-1-3 


p-Cl-C 6 H 4 - 


H 


1.45(3H,t,J=7.2Hz),4.48(2H,q,J=7.2Hz) ; 6.92(l 
H,s),7.47(2H,d ) J=8.4Hz),7.75(2H,d J J=8.4Hz) 


1-1-4 


tf 'Jy>- 

4--r;v 


H 


1.46(3H ) t ) J=7.2Hz) ) 4.50(2H ) q,J=7.2Hz),7.12(l 
H,s),7.68(2H,d,J=6.0Hz),8.79(2H,d,J=6.0Hz) 



[0 14 1] 

5-rn*-4->fJi'-'fV*t7-*'- 3-*;^^f^^^ (1-2-1) 
[0 14 2] 

ffi|iE# 2004-3122706 



#11 2004-167941 



^-v : 92/ 



[ftl 6] 

Me pOOEt _ Me, pOOEt 



>=( POBf 3 

c^o Br 

4_^^-;V-5-^^V-2, 5-yt Kn^ 7^7-^- 3 - *^f>f 

*^v^o7M;#U : ^^r-9-> (l : 8) -ei#tBU U&ft&yo*WM J & 

(DWikVO £ LT 7 . 3 6 gt#/Co W 8 0 % 

x H-NMR(CXl3): 1.43(3H,t,J=7.2Hz), 2.19(3H,s), 4. 45 (2H, q, J=7. 2Hz) . 
[0 14 3] 
[ftl 7] 

Me POOEt Me COOEt 

Jrt X* 



fif ;Vx^f ;V (R 1 = TFMP, 1-1-2) 

ft** ( 1 - 2 - 1 ) 2 4 3 mg^DME6mli:iiU 4 - h V 7 fr* u * 7 
x^)Wfn>i2 8 5mg, RWt* 'J^ 4 2 0mg, P d C 1 2 (d p p f ) 8 1 mg 

^^nx 1 0 o°c-c7B#^ML/co **>&Eas«tfc**5&iix.. im^-f-^^atB, litfn 
yiJ*yjV^nvM:#U r^-x^/i/ : (1 : 8) -c#ttt u *i§a^l/» 

^C0*t H B H LT 2 3 9 mg%±o 8 0 % 
[0 14 4] 
[4b 1 8 ] 




R' = TFMPx R 2 = H. 2-1-1) 

(1-1-1) 1 0 g *^ ^ ^ - ^ 1 5 m 1 ***T, *M*9f 

tHj^A 3 5 8mg fcillx., 5MI?atItlC 2 0#F*1«# Lfc 0 RtSfcfc: 1 0 

fbttf'$IS£y V #-r*;v^n-7 > f^m^^ : (1 : 8) fe 

!E«^ B ^U 8 2 0 mg (W9 6%) #*r 0 
ffg B B H U 1 1 1 - 1 1 3 0 CO|§ H s H «r#^o 
[0 14 5] 

(2-1-2) ~ (2-1-9) i>mmz&j&Ltz 0 

[0 14 6] 

miE# 2004-3122706 



mm 2004-167941 



^-v: 93/ 



1*6 5] 



No 


R 1 


R 2 


NMR(CDC1 3 ) 


2-1-1 


TFMP 


H 


2.04(lH,t,J=6.0Hz),4.85(lH ) d,J=6.0Hz),6.70(lH ) s) > 
7.74(2H,d,J=8.4Hz) ) 7.91(2H,d,J=8.4Hz) 


2-1-2 


TFMP 


Me 


1.97(lH,t,J=6.6Hz) ) 4.80(2H,m),7.76(2H,d,J=8.4Hz), 
7.85(2H,d,J=8.4Hz) 


2-1-3 


4-C1- C 6 H 4 - 


H 


4.82(2H,s),6.58(lH,s),7.50(2H,d,J=8.7Hz),7.72(2H,d 
,J=8.7Hz) 


2-1-4 


4-C1- CeRi- 


Et 


1.25(3H,t,J=7.2Hz),2.68(2H,q,J=7.2Hz),4.80(2H,s), 
7.47(2H,d,J=8.4Hz),7.63(2H,d ) J=8.4Hz) 


2-1-5 


Me 


H 


2.30(lH ) s),2.42(3H,d ) J=0.6Hz),4.71(2H,s) ) 6.04(lH J q 
,J=0.6Hz) 


2-1-6 


Et 


H 


1.30(3H,t,J=7.5Hz),2.23(lH,s),2.77(2H,qd,J=7.5,0.6 
ti 7 \ a 72<"2H s> 6 04C1H t,J=0.6Hz) 


2-1-7 


Br 


Me 


2.03(3H,s),2.06(lH,brt,J=7.5Hz),4.73(2H,d > 
J=5.7Hz) 


2-1-8 


)V * V > 
- 4 f)V 


Me 


1.98(3H,s),3.35-3.38(4H,m),3.78-3.82(4H,m), 
4.60(2H,s) 


2-1-9 


if i?>-4- 


H 


2.20(lH,brs),4.85(2H,s) ) 6.81(lH,s),7.65(2H ; d,J=6.0 
Hz),8.75(2H,d,J=6.0Hz) 



[0 14 7] 
Ut 1 9 ] 



"OH 



R 1 ' 



1) o-um 



R 1 




OH 



5 

% 1 IfS i^k^ 

3 _ t e r t _^;vv^f-;vvi;;v^^^^^;v-5- (4 - > 'J 7;Vtn^f ^7x 
~;v) 4V**tV-* (R 1 = TFMP, R 2 = H, 2-2-1-1) 

[5 _ ( 4 _ > i; 7 ;vtn^f;V7x-;v) >f v *-^/-;v- 3 -4 ;v] ^/-yM 
2_i_i) 8 3 1g t -7*f^v^ U ^ a 9 W F 5 . 6 7g, ^f5T/- 

;V 3 4 9 g »f W/ 16 0ml ©1^^ 2^W#L^= RiSfcfcTfcfcfln*.* 
no*;VAt2liajUo «»*7jc, ^n^7K^M^#-tu ^^^^^ 

•.^^-y-y (119) llfB^^fS^fe^^l I- 5g#7^ 0 ^9 4 

^-NMRCCDCls): 0.14(6H, s), 0.94(9H, s). 4.82(2H, s) , 6.68(1H, s) . 7.73(2H, d, J 
=8.4 Hz), 7. 91 (2H, d. J=8.4 Hz). 

[0 14 8] 
m 2 I© 4^#K5 
(V 

TBS #-»- R 1= TFMP, R 2 = B r 

4 _^- n ^_ 3 - t e r t -7fiVv^ fiVy'J jvt^yif^- 5 - (4 - h V yju^r 
o^f;v 7 x-;v) >fv*t7-^ (2-2-2-1) 

3- t e r t-7-f;Vy^f^>^Vt^v^f^-5- ( 4 - h V 7 n * 7 
x-;v) ^fV^tV-JV (2-2-1-1) 9. 50gtf>5tKn77> 19 0m 
1 i:»»Lfto iOjWCn-^VfyA^t^d. 5 7 M) £-78T> 

ffifiE#2 004-3122706 



#SI 2 0 0 4 - 1 6 7 9 4 1 ^- v : 94/ 

T L/ , _ 7 8 2 n#w«*H^ -e#i&t 1 0 %Illt h V ^ A in x. 
RfS £ ± L tz o WtWix- * -effl tB , ^7K"ci5fe^-> &7,M»^ ^ * V* A c<£*& 
, «JET***S*U «^^ffe«»tL-C 11.6 g#^o JR* 1 0 0 % 

VNMR(CDCh): 0.16C6H, s), 0.94(9H, s), 4.8K2H. s), 7.77(2H, d, J=8.1Hz), 8.1 
8(2H, d, J=8.1 Hz). 
[0 14 9] 

TBSft, R^Br-R^TFMP, R 2 =^/v> 

4 _^y ;v _ 3 _ (tert-W^WJ^^^) - 5- ( 4 — r U 
7;vtn^f;V7x-;v) ^y^tv*-^ (2-2-2-2) 

Ml96mg^ff7kF07r/2mn:iSU 1, 2-^*ir/2 8m 
g SriDxT 5 frHU ^nF^fJVy7>16mg»5 ^FJ»b^ ? ^ > v ;V 

3 0 »nX*ft. RJSJ* H-7^-3-tert-W^W'J^^>^ 
;v _ 5 _ (4->.j7;v^n^fJV7x^;V) ^V^V-;v (2-2-2-1) 3 76 
me,S^^Allmg, f l jy^OAir^77r/ (1 4mg. xlh 7tF 
n75>4ml 0«-&ift^«T L 3 O^iSL^o EMOX^Dfli, ftm^^^^Jj 
tB 3M5*tf<^*C»*-?tfei§K tt»-r$r*2/*A-e4fc*lfc, lETil^pLJo to 
btitzmmfsV *y;v7avM:#U : (i : 5 0) «L> 

fIffi^«ftfeMJI^ U 3 5 8mg#/:o W 8 0% 

^-NMRCCDCh): 0.03(6H, s) , 0.86(9H, a). 4.13(2H. s). 4.66(2H, s). 7. 14-7. 31 (5H, 
m). 7.67(2H, d, J=8.4Hz), 7.76(2H, d, J=8.4Hz). 
[0 15 0] 

4 _^yy>-5- (4-f'J7;Vtn^fJV7x^;V) ^vdr^V-;V-3-^^] >* 
(R^TFMP, R 2 = Bn, 2-2-3-1) 

.J7JVtn^f)V7xX)V) ^y^y*-;V (2 - 2 - 2 - 2) 3 5 8 m g * 7" h 7 t K 
D77>8ml!«U t e t r a -7f iV7>^^7^7^ t* ° ^iJL 1 ? * 

kfcS^Lfco ^^y'J*^^vH:#U B^I^f^ : * d • 3) -e» 
ffiU «ia-fh^^tefe|g^i: LT 2 0 7mg#fco W7 8 % e 

1 H-NMR(CDCl3) : 4.10C2H.8). 4.62(2H,s), 7. 15-7. 34(5H,m) . 7. 70(2H, d. J=8. 7Hz) . 7. 77 ( 
2H, d, J=8.7Hz). 
[0 15 1] 

(2-2-3-2) ~ (2-2-3-4) & WiW-fc^flu Vtz a 
[0 15 2] 



ffifiBft 2004-3122706 



2004-167941 



* — 95/ 



[$6 6] 



No 


R 1 


R 2 


i2ig 


NMR 


2-2-3- 
1 


TFMP 


Bn 


7°>; 


0.03(6H,s),0.86(9H ) s),4.13(2H ) s),4.66(2H,s) ) 7.1 

4-7.31(5H,m),7.67(2H,d,J=8.4Hz), 

7.76(2H,d,J=8.4Hz) 


2-2-3- 
2 


TFMP 


Br 




2.15(lH,Drs),4.oz(.^rl,s;, /.43t,zri,a,cJ— o. (nz;, /. 
98(2H,d,J=8.7Hz) 


2-2-3- 

3 


TFMP 


CH 
0 




3.74(lH,t,J=7.5Hz),4.89(2H ) d ) J=7.5Hz),7.88(2 
H,d,J=8.1Hz).7.95C2H,d,J=8.lHz),10.10(lH,s) 


2-2-3- 
4 


TFMP 


SPh 


y e^bS; 


0.04(6H,s),0.85(9H,s),4.74(2H,s),7.11- 

7.26(5H,m),7.70(2H ) d,J=8.7Hz) ) 8.22(2H ) d,J=8. 

7Hz) 



[0 15 3] 
lit 2 0 ] 




##f!)6 

[ 4 --^n^e- 5 - (4-^nn7 
(ri= 4 -C 1 -CeH4-. R 2 = 
[5- (4-?no7i-^) - 
3) 2. 5 1 g J:M^fV>2 5 
1 6 g^rinx.. 3 O^ilMU 3£l" 
WlLtzfe, tK7KT 1 M7X@Mb^- h V 
MyK^B.^ 7 ^ v ^ A trftit^^ M 

1 g #7Co 9 % 

[0 15 4] 

(2-3-2) &£Tf (2-3- 

[0 15 5] 
[$6 7] 



Br. 2 - 3 - 1 ) 

^7^tV-JV-3-^;V] (2-1- 
m 1 <7)v«t~, yJc^TN - A£li<^5K2. 
f?Uf 1 6 ftffiJBOS Lfco RJ£>» * n n * i^tf 
•7 A7Xv#^^*n^-- ^nn*weailJLfco 7K^fe> 

( 1 : 2 ) "ci#m U aHMfrfrWfcttfli UT 1 . 4 



3 ) it^uyy^mt it- «tffe3*#*fflv^ iw] 



No 


R l 


R 2 


NMR 


2-3-1 


4-C1- C 6 H 4 - 


Br 


2.l8(lH,t,J=6.6Hz) ) 4.82(2H J d ) J-6.6Hz),7.49(2H,d,J- 
8.7Hz),7.98(2H,d,J=8.7Hz) 


2-3-2 


Me 


I 


2.11(lH > t ) J=6.6Hz) ) 2.47(3H ; s) ) 4.69(2H,d ; J=6.6Hz) 


2-3-3 


Et 


I 


1.30(3H ) t ) J=7.5Hz) ) 2.82(2H,q,J=7.5Hz),4.70(2H,s) 



[0 15 6] 



mm 2004-3122706 



mm 2004-167941 



t-i? : 96/ 



Mb 2 i] 

Me Me 




— -f V V— ^ — 3 - "f 



##150 7 

jvi -7°n/-?y— 2 — — ^ (2 — 4-1) 

X ^ ;V (1 _ 1 _ 2 ) l. 0 3 g ti*f h 9 li Kn 75 > 1 0 m 1 C»»L^-^ 
/-^SBT lM^f^^y^A7oU'7. 3ml RSE^IfiC^L 

^^/ Co > Mx _ tj v-A^t>j;f)Se B B H UII^H 3 8mg#fco 
$7 5% 

"h-NTC(CDCIs): 1.71(6H,s), 2.38(3H.s). 7. 75 (2H, d, J-8. 4Hz) , 7. 8l(2H,d, J-8. 4Hz) 
[0 15 7] 
Mb 2 2 ] 



Me v 



"OH 



PCC 



F 3 C 




CHO 



R 4 MgBr 




###!)8 

T Jki* 2 (2-l-2) 4. 8 8gWf^2 0 0ml[«U ^'^>'^ W 
n^o^-fS. 3 0g»^ IiaT2 2tf«L/c 0 ^OfcRtB*** U 
ML, ^nn*nt« |»t«ETfll*U. »S> *V *f ° 

Tf^fU BW****:^*** (1 •• 4) «U *ftfe<&*h&*»fco itt^^^r 

Hl-NMRCCDCh): 2.49(3H,s), 7. 79(2H, d, J=8. 1Hz) , 7. 87 (2H, d, J-8. 1Hz) , 10.23(lH,s). 
[0 15 8] 

$218 TJV + Mt , o y 

7_ [4 _^ ;v _5- (4-h'J7iVtn^f;v7x^) -^fyW-A'-S^f 

;v] -yD;0-l-tHKR 4 = Et, 2-5-2-1) _ _ ^ 

»lXS-C#e,^^W (2-5-l-D 7 6 5mgt«*?h?t FB77/2 
1 r^«L - 7 0 *C*C 1 Mif )l/7^'>9A7'n7'f K 3 . 2ml 'SrBnx-N <r b 

IStS??^^^n^h^tL, I^f-*:-^^ (i : 3) t?#BiU * 

miiE# 2004-3122706 



#11 2004-167941 



^-v: 97/ 



[0 15 9] 

Rftfc (2-5-2-2) Sr'frjSLfco 
[0 16 0] 
[gE6 8] 



No 


R 4 


NMR 


2-5-2-1 


Et 


1.05(3H,t,J=7.5Hz),1.92-2.04(2H,m) ) 2.30(3H,s),4.83 
aH,t,J=6.6Hz),7.75(2H > t,J=8.4Hz), 7.83C2H,d,J=8.4Hz) 


2-5-2-2 


4-F- C 6 H 4 - 


2.03(3H,s),6.03(lH,s),7.05-7.11(2H,m),7.42- 
7.47(2H,m),7.73(2H,d,J=8.4Hz),7.79(2H.d,J=8.4Hz) 



[0161] 

^(4-^^;v-5-^;v*V>-4-^;v-^y^-9-v'-;v-3-^;v) ( 

2 - 6 - 1 ) 
[0 16 2] 
[ft 2 3 ] 

Xju rvV 



^^(2-1-7) 1 6 6gH^*'J>5mli:iSffU l4 0tt'2SlK» 
Sx^:ah^ (2 : l) »SB>fli#W*#*fe^*&*^l-"Ci- i 4 

J|J{.^ 6 6 % 

1 H-NMR(CDCl3 ) : 1.98(3H,s), 3. 35-3. 38(4H, m) . 3. 78-3. 82(4H, m) , 4.60(2H,s). 
[0 16 3] 
m 2 4 ] 



R 4 d3 R 4 



R 3 ^ 

R^ 7t>H (Aft)MsCI, Et 3 N 



(B;S)S0C1 2 , KUS?> 




##1?!)10 AS (LG^OMs) 

_ jv _ 3 _^;v^f;vxxr^ (R' = TFMP, R 2 = CHO, R\ R 4 = H, 3-1- 

1 ftl^l (2-2-4-2) 1. 79g Zmt* fW/3 0ml l«U 7jc^T^ * > 
x ^-jV^5^F0. 6 1 ml, MJXW5>1. 3 8ml^Dx., 1 BtF^I W 

it&m*^0&MitVX2. 2 1 g#/io Ml 2 9 - 1 3 0 °C JR^ 9 6 % 

[0 16 4] 

|W)#^ (3-1-1-2) *^tfco 

ffifiE# 2004-3122706 



S&m. 2004-167941 



[0 16 5] 
1*6 9] 



No 


R 1 


R 2 


NMR 


3-1-1-1 


TFMP 


CHO 


3.21(3H,s),5.58(2H,s), 7.88(2H,d, J=8.4Hz),8.01(2H,d, 
J=8.4Hz),10.14(lH,s) 


3-1-1-2 


)v Tts y 

> - 4 - 


Me 


2.01(3H,s),3.05(3H J s),3.38-3.41(2H,m),3.79- 
3.82(2H,m), 5.16(2H,s) 



[0166] 

aii B-m ug = c i) p 

3 _>,nn^f-;v-5- (4-?nn7x^) -4 V^V-* (R x = 4-C 1 -Ce 
H4, R 2 = H. R 3 = H, R 4 = H. 3-1-2-1) 

[ 5 _ ( 4 _^nn-7xr:;v) -4 V ^V-.A'- 3 ->f fr] -ftS-fr (2-1 
-3) 1 7 3 g. ?oo*W 3 0m 1 1 g £Un;L. t«T 

tf V y > 6 3 0 m g t ? u u A 2 m 1 3 ^iMTo SSt 5 StFII#tf: 0 

ttU (i i) ^fcfcU fiiMb^^^L^i- 72gk 

tz 0 Jfcap 9 2 % 
[ 0 1 6 7 ] 

Rttfc (3-1-2-2) ~ (3-1-2-15) (DK&mZ&l&LfZo 
[0 16 8] 



ffi|E# 2004-3122706 



#11 2004-167941 

[*7 0] 



^-v: 99/ 



No 


R 1 


R 2 


R 3 ,R 4 


NMR 


3-1-2-1 


4-C1- C 6 H 4 - 


H 


H,H 


4.64(2H ) s),6.63(lH,s),7.46(2H,d,J=8.4 
Hz),7.73(2H,d,J=8.4Hz) 


3-1-2-2 


TFMP 


H 


H,H 


4.66(2H,s),6.45(lH,s),7.75(2H,d,J=9.0 
Hz),7.91(2H,d,J=9.0Hz) 


3-1-2-3 


TFMP 


Me 


H,H 


2.33(3H ( s),4.65(2H,s),7.76(2H,d,J=8.7 
Hz),7.85(2H,d,J=8.7Hz) 


3-1-2-4 


TFMP 


CHO 


H,H 


4.89(2H,s),7.87(2H,d,J=8.7Hz),8.03(2 
H,d,J=8.7Hz),10.17(lH,s) 


3-1-2-5 


TFMP 


Me 


H,Et 


1.15(3H,t,J=7.5Hz),2.30(2H,qd,J=7.5, 
7.5Hz) ) 4.93(lH ) t,J=6.6Hz),7.76(2H,t, 
J=8.4Hz), 7.83(2H,d,J=8.4Hz) 


3-1-2-6 


TFMP 


Me 


H.4-F- 
C 6 H 4 - 


2.14(3H,s),6.62(lH,s),7.07- 
7.13(2H ) m) J 7.50-7.55(2H,m), 
7.75(2H,d ) J=8.4Hz),7.81(2H,d,J=8.4H 
z) 


3.1 .9.7 


TFMP 


SPh 


H,H 


4.55(2H,s),7.13- 

7.27(5H,m),7.73(2H,d,J=8.7Hz),8.25( 
2H,d,J=8.7Hz) 


3-1-2-8 


TFMP 


Bn 


H,H 


4.15(2H,s),4.41(2H,s),7.15- 

7.35(5H,m),7.71(2H,d,J=8.7Hz),7.78( 

2H,d,J=8.7Hz) 


3-1-2-9 


4-Cl-C 6 H 4 - 


H 


H,H 


4.64(2H,s),6.63(lH,s),7.46(2H,d,J=8.4 
Hz).7.73C2H,d,J=8.4Hz) 


3-1-2-10 


4-Cl-C 6 H 4 - 


Br 


H,H 


4.46(2H,s),7.50(2H,d,J=8.7Hz),7.99(2 
H,d,J=8.7Hz) 


3-1-2-11 


4-Cl-C 6 H 4 - 


Et 


H,H 


1.28(3H,t,J=7.5Hz),2.72(2H,q,J=7.5H 
z),4.64(2H,s),7.47(2H,d,J=8.4Hz),7.65 
(2H,d,J=8.4Hz) 


3-1-2-12 


Br 


Me 


H,H 


2.06(3H,s),4.56(2H,s) 


3-1-2-13 


t° U i? > - 
4--f ;v 


H 


H,H 


4.66(2H,s),6.85(lH,s),7.67(2H ) d,J=6.0 
Hz),8.77(2H,d,J=6.0Hz) 


3-1-2-14 


Me 


I 


H,H 


2.49(3H,s),4.53(2H,s) 


3-1-2-15 


Et 


I 


H,H 


l,31(3H,t,J=7.5Hz),2.83(2H,q,J=7.5H 
z)4.53(2H,s) 



[0169] 

##0J 1 2 
[3-^no^fil/-5 

<{ ;v] 9 J — (3 

[0 17 0] 

[ft2 5] 



( 4 - h V y fr* n ^ -f- ;v 7 jt — ;v) 
2-1) 



-^fv^ty-;v- 4 - 



"CI 



OH 




3-^nn^;v-5- (4 - h V 7;vtn^f ;V7x-;v) ->f v^V-^- 4 - 

ffi|E# 2004-3122706 



#11 2004-167941 



^->>~ : 100/ 



#;W<UV7*t: F (3—1 — 2 — 4) 2 0 3mg W^-JV5ml 0«HtK^T ; « 
(1 • 3) -eitffiU ISfBft^fcM.^ LT2 1 0mg#/:o W8 7% 



[0 17 1] 
[<U 2 6 ] 

R 1 ) J-tijim^'Ulit 

V^^CHO 2 ) Horner-Emmons RlS '\ . cO^R 17 

lr 3 ) ssteHffs o rfX^r^ 



R 

X, 



###fl 1 3 

^.X-?-;V?-:*-#;W^ >m 2-7;vtn-4-*>5JV7x-;VxXr^ (R=3-F, R 

7 =M e ^ 4 - 1 - 1 ) , . . 

3-7)Hn-4-tFn^y^^XTJVftF5. 0 0 g, N, N-v^f-^**^ 

A^Mn'JK5. 2 9g, 3 3 g . N, ^ztiTXlt^l 

1 H^(CDCh)^ f 39(3H^s 7 ), 1 3°47(3H, s), 7. 27(7. 35(1H. m), 7. 67(7. 74(2H, m) . 9.9 

7(1H, s). 

[0 17 2] 

fjl 2 IS Horner-Emmons KB 

;Vx^rJV (R=3-F, R 17 =Me, 5-1-1) _ 

y^;v^#;w^ >M 2-7;vtn-4-*;v5;V7x^;n^rJV (4-1- 
l) 7 0 5 g v^-^;v*x^ys^lt^f-;v5. 8 9g> M'Jf7Al. 5 7gs_: 
^WA75K7 0mlO««lKl, 8 - *J T <f * v 9 n [ 5 4 0 ] 9 > £ * 

"C 7 5 0 g#7c 0 JR^8 6 % 

1 H-NMR(CDCl3) '. 3.37(3H, s). 3.46(3H, s), 3.8K3H. a). 6.39(1H, d, J-15.9 Hz), 7. 
12 (1H, m), 7. 30 (7. 35 (2H, m) , 7.63(1H, d, J=15.9Hz). 
[0 17 3] 

(R=3-F, R 17 =Me. 6-1-1) 
>M -^v-f-ja-^w-?^ ;v^-^ri>- 3 - -y " - - - ■- > ■ - - ~- 
(S-i-l) 7. 0 0 gtv7x;^-f)«i^ 2 6 5°C^3 0£- 



v 



3 _ (4-^f^tA^/m^-3-7^n7x^7?^ 



^ffc^*&fe*&& LT 7 . 0 0 g#7to WHO % 
[0 17 4] 

H#C (6-1-2) ~ (6-1-17) *^U3t« 
[0 17 5] 



2004-3122706 



#M 2004-167941 



^-v: 101/ 



mi 1] 



No 


R 




NMR 


6-1-1 


3-F 


Me 


3.04(3H,br), 3. 13(3H,br), 3.82(3H,s), 
6.45(lH,d,J=16.2Hz) J 7.26-7.31(2H,m), 
7.48-7.53(lH, m), 7.64(1H, d, J=16.2 Hz) 


6-1-2 


3-OMe 


Me 


2.95-3.20(6H,m),3.82(3H,s),3.90(3H,s), 
6.45(lH,d,J=15.9Hz),6.95-7.18(2H,m), 
7.48(lH,d,J=7.8Hz), 7.67(1H, d, J=16.2 Hz) 


6-1-3 


2-OMe 


Me 


2.96-3.18(6H,m),3.80(3H,s),3.89(3H,s), 
6.53(lH,d,J=16.2Hz),7.06-7.13(2H,m), 
7.49(lH,d,J=8.lHz), 7.96(1H, d, J=16.2 Hz) 


6-1-4 


3-Br, 5-OMe 


Me 


2.90-3.30(6H,m),3.82(3H,s),3.89(3H,s), 
6.45(lH,d,J=15.9Hz),7.26(lH,brs), 
7.48(lH,brs),7.59(lH, d, J=15.9 Hz) 


6-1-5 


2-OMe, 6- 
OMe 


Me 


2.90-3.20(6H,m),3.79(3H,s),3.88(6H,s), 
6.73(2H,s) 6.88(1H, d, J=16.2 Hz), 
8.08(1H, d, J=16.2 Hz) 


6-1-6 


3-OEt 


Me 


1.34(3H,t,J=6.9Hz),1.43(3H,t,J=6.6Hz),2.90- 

3.30(6H,m),4.12(2H,q,J=6.9Hz), 

4.27(2H,q,J=7.2Hz),6.43(lH,d,J=15.9Hz) 

7.04(lH,d,J=1.5Hz),7.12(lH,dd,J=7.8Hz,1.8 

Hz),7.48(lH,d,J=7.8Hz) 

7.64C1H, d, J=15.9 Hz) 


6-1-7 


3-Br 


Me 


2.95-3.23(6H,m),3.81(3H,s), 
6.45(lH,d,J=15.9Hz),7.45(lH,dd,J=8.lHz,2. 

lHz),7.60(lH,d,J=16.2Hz), 
7.6(lHd,J=8.lHz), 7.81(lHJ=2.1Hz) 


6-1-8 


3,5-diBr 


Me 


2.80-3.20(6H,m),3.74(3H,s), 
6.90(lH,d,J=15.9Hz),7.60(lH,d,J=15.9Hz), 

8.21(2H,s) 


6-1-9 


3Cl,50Me 


Me 


2.90-3.30(6H,m),3.82(3H,s),3.90(3H,s), 
6.45(lH,d,J=16.2Hz),6.96(lH,d,J=1.5Hz),7. 
31(lH,d,J=1.5Hz), 7.60(1H. d. J=16.2Hz) 


6-1-10 


3-OMe, 5- 
OMe 


Me 


2.85-3.35(6H,m),3.82(3H,s), 
3.89(6H,s),6.46(lH,d,J=15.9Hz) 
6.76(2H,s),7.66(lH, d, J=15.9Hz) 


6-1-11 


2-C1 


Me 


2.90-3.20(6H,m),3.82(3H,s), 
6.44(lH,d,J=15.9Hz),7.36-7.60(2H,m), 
7.60(lH,d,J=8.lHz), 8.06aHJ=16.2 Hz) 


6-1-12 


3-Br, 5-OEt 


Me 


1.42(3H,t,J=7.2Hz),2.85-3.35(6H,m), 
3.01(3H,s),4.10(2H ( q,J=7.2Hz), 
6.43(lH,d,J=15.9Hz),6.97(lH,brs), 
n yic/m Kv.o\ t /"ITT e\ ,T=1 K 9 Hz^ 


6-1-13 


2-F 


Me 


2.95-3.15(6H,m),3.82(3H,s), 
6.55(lH,d,J=16.5Hz),7.26-7.33(2H,m), 
7.52(lH,d,J=7.8Hz), 7.790H, J=16.2 Hz) 


6-1-14 


2-Me 


Me 


2.43(3H,s),3.04(3H,br),3.09(3H,br), 3.81(3H, 

s),6.37(lH,d,J=15.9Hz),7.33-7.35(2H,m), 

7.54(lH,d,J=8.7Hz),7.94(lHm,d.J=15.9Hz) 



[0 17 6] 



ffifE# 2004-3122706 



#fl 2004-167941 



^-v: 102/ 



mi 2] 



6-1-15 


H 


Me 


3.06(6H,br),3.81(3H,s),6.45(lH ! d,J=15.9Hz), 
7.51(4H ) brs) ) 7.68(lH,d,J=15.9Hz) 


6-1-16 


2-Me, 3-OMe 


Me 


3.02(3H,Br),3.12(3H,Br),3.82(3H ) s) ) 3.88(3H, 
s) ) 6.37(lH,d,J=15.9Hz),7.07(lH ) s),7.32(lH ) s 
),7.92aH,d,J=15.9Hz) 


6-1-17 


3-Cl 


Me 


3.05(3H,br),3.13(3H/br),3.81(3H,s),6.45(lH, 
d ) J=15.9Hz),7.40(lH,dd,J=1.8Hz,8.lHz),7.5 
8-7.63(3H,m) 



[0 17 7] 

x 4 ( 5 Fo^-w y K-;v- i -4 ^) ftBft^^^-^^T^ 

[ft4 7] 



^XjO ^^ HHaC ° 2Me > Bn ° V l^jO > h 2 ,kwpck; > H On Q^ 

1 ^— C0 2 Me \— C0 2 Me 



H 1 ~XM. 

5 W > 4 4 6 mg»^ 7 5 K 5 m 1 v«^7Jc^TtK 

f jV2 2 8ml £3jnx.ll$ffl3 0#IW*#Lfco EJSifcfc: 2 &5&M^ **in 

)V -cm m L fc o «J1 * 7X> IMn^7X^JH«^, ^~ * ^> ^ A L > «E 

) -e»ffi) »*U SiiMfr&**4 OOmgi/co «6 8 % Q 

X H-NMR (CDCI3) 5: 3.74(3H,s), 4.82(2H,s), 5.10(2H,s), 6. 47(1H, dd, J=0. 6, 3. 3Hz) , 
6.94-7.50 (10H,m). 

( 5 _ H Kn^i/^f y F-;v- 1 — f >u) HsBt*"*-^*^' 1 ' 

(5 > F-;V- 1 ->f /U) Sf^f^^r;V4 0 Omg^T" h 7 H 

FD77>5ml-^^-^5ml 1 0 %^7V * ^ 1 2 0 m g fcJn*.** 

£v0#^;v^n-7l »xf;v:AH> (2 : 3) »»U WIBft^W* 

2 5 6mgftfc,JR*9 2%. 

X H-NMR (CDCI3) 5 : 3.74(3H,s), 4.49(lH,s), 4.82(2H,s), 6. 44 (1H, d, J=3. 0Hz) , 6.7 
9(lH,dd,J=2.7,9.0Hz), 7. 04 (1H, d, J=2. 7Hz) , 7. 06 (1H, d, J=3. 0Hz) , 7. 10 (1H, d, J=9. 0Hz) 

[0 17 8] 
[4t 4 8 ] 

HO Me 2 NCOCI | J. „ 

XjO ^ J ro3 — ^Yro 

^-COaMe S 'v " ^C0 2 Me 

^— C0 2 Me 



$ 1 xs 



m«E# 2004-3122706 



mm 2004-167941 



^-v: 103/ 



( 5 _t Kn^y^f > K-;V- 1 ->f ;V) fp^* -^/v^x /l" 7 2 4 mg, N, N-v^f" 
;vft*;W^Hn'JK5 2 3mg, 5 9 m K N, N-vW 

;V7^lfyy>4 3mg, v * > 7 m 1 <D\%^m* 3 B#F^ 3 0^M«#tfc. 5J& 

i|-L, I!£««S B UU4 4 3 m g#/:o JR*4 3% 

X H-NMR (CDCh) 5 : 3.37(3H,s), 3.48(3H,s), 3.75(3H,s), 4.84(2H,s), 6.55(lH,d,J= 
3.3Hz), 6.95(lH,dd,J=2.4,9.0Hz), 7. 12(1H, d, J=3. 3Hz) , 7. 23 (1H, d, J=9. OHz) , 7.29(1 
H, d,J=2.4Hz). 
W, 2 "XM. 

(5-^f/i/*^«>fW)i'7r-H>K-)>-l-^) Wm * * » * t * 
(5 _^^;v^*#;w^-f ;v**W > K-;v- 1 ->f >v) fti^fiV^riV2 1 

4mgiy7x-JVx-fJV3ml«M* 2 7 0lCt5illWU:o frBWLttMM. 

iznm&, z/V ff)v?w? y (ffigtx.m, :-^*rV-> (l : 3) -et&tti) Kfl- LSpBfb 

1 3 9 m g#fc 0 JR* 6 5 % 
^-NMR (CDCh) ^ : 3.07(6H,s), 3.73(3H,s), 4.85(2H,s), 6. 55 (1H, d, J=3. 3Hz) , 
0(lH,d,J=3.3Hz), 7.08-7.35 (2H,m), 7. 78 (1H, d, J=l. 5Hz) . 
[0 17 9] 

16 u , 

[It4 9l 



7.1 



C0 2 Me 

Br Pd(PPh 3 ) 4 
KOAc 



1) NaNQ 2 

2) Cu(N0 3 ) 2 , Cu s O 



HCT 



C0 2 Me 




0 2 Me 



ffl 1 

442 f ^^Hj 7 x^W7r^7y^l. 0,»^^2. 54g 

^f^^^^ 1 ^^^ 111 ^ 1 ^ 1 (i:e) Ti#ffi) « 

iJ^** 2 7 8 g#^o JR^6 1 % 0 

"h-NMR (CDCh) * : 3.77C3H.8). 7.37(lH,d, J=5.4Hz), 7.56(lH,d,J=5.4Hz), 7.67(2H 
,d,J=9.0Hz), 8.26(2H,d,J=9.0Hz). 

i3l8m gl 2tt£iUft9 5mK 2- (4-^H7x^) ^* 7 ^2^^K 

Ri6«**fr«HMiaL»JET»»Lfeo we,*.****?"; ***** 

ffifiE# 2004-3122706 
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: 104/ 



nvh | <gmx. + *:^**>-> (112) «*Mfrfr**2 1 3mg»fco w 

^-MffiCCDCls) 5 : 3.75C3H.8). 4. 23(2H,brs) , 6. 73 (2H, d, J=8. 7Hz) , 7. 15 (1H. d. J=5. 
4Hz), 7.33(2H,d,J=8.7Hz), 7. 46 (1H, d, J=5. 4Hz) . 
IS 3 ZCfM 

) 4 _ T5 y 7i ->i/) ft7x>-3-*W*>f^^7 9 0mgO* 
90ffi l-W5. 3ml!li«t-4ti:^U a*tth'^A 2 3 7mg<D7jc 
W2. 5ml?5WiTU:o -4^4 O^Wt, ffiBMH (II) 3. 7 7 g 

»*«*i 1 )^ m 2 1 2mg*iniLraaft-C2 OSK I?^4 5frlW«#Lfco rib**:** 
tin x. jft 

»jR*S*b^o #(btL/^S«r'>v*^v^n-rhm (Mt^v : (1 : 3 

) «Ifi^^* 3 6 3 mg#fcc W4 6 % c 

*H-NMR (CDCh ) 5 : 3.76(3H,s), 4.49(lH,brs) , 6. 84(2H, d, J=8. 4Hz) , 7. 19(1H, d, J-5. 
7Hz), 7.39(2H,d,J=8.4Hz), 7. 48 (1H, d, J=5. 7Hz) . 

; 2- X (4-H Kn^'>7i^) ft7x>-3-*^i>f^7f;V5 3 0 m g 
N N-7^f^t*^^^n')K3 3 6mg, f ijif il/7<> 0. 3 8 ml 

* jkmm^zDu*., ftiif^twffibfc. ****** * tfisffi***-r«tfiK » 

;v^»U IEM^M B ^tt6 3 2mg#fc. W8 i 7 %o 

X H-NMR (CDCI3) S : 3.36(3H,s), 3.48(3H,s), 3.74(3H,s). 7. 11 (2H, d, J=8. 7Hz) , 7.24 

(1H, d, J=5. 4Hz) , 7. 50 (1H, d, J-5. 4Hz) , 7. 51 (2H, d, J=8. 7Hz) . 

2- ! U-^f)l'*^«'f^*7T-)l'7*^) ft7x>-3-^VW 

t-^-^f^fta^'f^^i/?*^) ft7x>-3-*Ji'r/i^ 

,tx^6 6 0mg^77x^f;V6ml ^70W 1 JIB 3 0 *W 

WLfco R]6**MK*SHk f'J*mn-rl. (im*-**:^**-' (1.4 
) -ev#t±i) i:#Lg!M*6 0 lmgflfco JR*9 1% 
X H-NMR (CDCh) 5 : 3. 06(6H,brs) , 3.74(3H,s), 7. 25-7. 55 (6H, m) . 



mmm 1 1 

[0 18 0] 

( « - 1 t*o 

Mb 2 7] 



=3 R 4 



"OH 



R 



xCOOR 



( 17 



-COOR 17 



)2 _^ ;1/ _ 4 _ [5- (4->V7;^n^f;v7x-;v) "^tt^ ^ 

fflSE#2 004-3122706 
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^-v: 105/ 



= H R=2-Me, R n =Me, a-1-1) « 

(2 - 1 - 1 ) 2 4 3 mg, hV7x^^7r/2 6 6me, 4- (^nu*;v*- 
*-7x/^) -Sl^i^Xf iV 1 7 6 m g h r f n Fn 7 ^ m i 
, i • _ ( 7 >/y^;v^ ;v) v fcT^ 2 5 2 m g fciJDx., ^ ?M C 2 0 Hf R 

(1 : 2) -CfcffiU #|Bft#W*fcfett£^^2 7 Omg OR* 6 4%) **.o JR 
Sp6 4 

l^ife-M 2 ] 

[0 18 1] 

( « - 2 vi) 
Hfc 2 8 ] 



'^s^Ov^COOR 17 



Mgn-t- & tm& 107-109 °cofe H B H ^ 




,9 r-,10 



LG = CI or OMs 




| 2 4 - [ 5 - (4 - 

= R 3 = R 4 = H> r=2-]V^ R 
3-^no^f)l'-5 - ( 4 — h 
1 - 2 - 1) 2 7 7mg, (4 
7,7- )V 2 5 5 mg^7-b^-^ , ^^ 
0 °C-e 2 B#^»m#b^o T-fe h 

~y 'J * 707f u ffe 

5 8mg#^o »^C6 3 - 6 4°C 
[HJfefll 3 ] 
[0 18 2] 

( a - 3 m 
m 2 9 ] 



.COOEt 



;V)!77h-2-p(f;V-7x7 
5m 1 fc»»U Rm-fev^^ 

v ^ A "C(£HM&, «BET»iSE * 
H^^;v : ^^r-y-^ (1 : 6) 

JR?£ 7 5 % 



(R^TFMP, R 2 
-2-1) 

y^r-9-v'-;v (3 - 

7 4 0 m g £iJDx.. 8 
^ u u 5^;vA-effttB> 



U 



t L"C 3 




Me 




•COOEt 



Hal = Br, I 

[2 _^;y_ 4 - [4- (4-HJ7;Vto^M>y» -5- ( 4 > V 
if-;V^*:r;v (Hal=Br, R^TFMP, R 2 = 4 - h 'J ^ 

" """ 3 niig^rf f9tFn77>2mn:ISU 1, 2-^o*x^l6m 

ffifE# 2 004-3122706 
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^-v : 106/ 



- h V y)V*u jW/yJV7*n 5 F 2 9 7 m g ^^Dx, 3 0 frWMM L/c 0 ISCir 
[4- [4-7*n^-5- (4->'J7;vtn^f;v7x-;v) -fv^^V-^- 

2 2) 3 0 0mg,S^5^A6mg, >'jy^n^y;^^7r/l 6mg^D 
x4 5fl-IB«*bfeo RJS«fc**JlI*., BH*^****^ ***l*Hti*tt*-*** 

fco »6 8 % 

mmm 4 1 

[0 18 3] 

( a - 4 fe) 
[fb3 0] 



OHC s 
R^o' 




.COOR 17 ^^0>^COOR 17 




j 4 _ [4_7-f;V7^^f^-5- (4 - f'J7Wn>f;V7x-JV) - >f V * 
r/ „ ;v _ 3 _^V^;W;V77^] -2->f^-7x7drv| -ftSU e r t - 
7-f,Vx^f)V (R^TFMP, R 2 = CH 2 NHnBu. R 17 =tBu. « - 4 - 1 ) 

it^lO (a- 2 - 1 6) 2 3 8 mg, n - 7'fiV7 5 > 4 3 m g * * J J ~ » 6 m 1 £ 
*«U IfiT2 6PirWL^ 7X«ft*7it b 'J 7 A 3 6 m g * j)D^ 1 BtFlk^ 
L/co RJS«tiC7K«rJp^, ^n^VAtm ^*tt*-Cft*K 

;v : ^MJ"> (116) «L, mBft-frfcfc&fe©** 5 !***: LT 2 2 5 mg^^o JR. 
^8 5 % 

@^@tx.f-;l/ji^T-;V (a -4- 2) ^#^0 

[HJfefll 5 ] 
[0 18 5] 

( a - 5 

[ 4k 3 1 ] 




.O^ ^COOH 



J4 _ [4 _^ ^^^v- 5 _ (4-bU7;^o^f;v7x^;v) --fv^v* 
__ ;v _ 3 _^;v^ h*~>] _ 2 -^JV-7x^y| («-5-l) 

i 4 _ [4-12^^^-5- (4-h'J7JVtn^f;Wx-^ -^VW 

ffi|iE# 2004-3122706 
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s<~y : 107/ 



■ 4 y -fu ti;vx. 



-11) 2 1 0mg©fF7EKn77>3ral»XffttHJ^l 9ragttx. 

^t^y^^V7n^H:#U : > (2 : 1) U fescilL 

k*MH B a tLtl 7 5mg#^o JR*8 6%o Zti*fflkx-f- ■ 
-fJVW h h h t > Ip h b h * # o 

[HJfcW 6 ] 

[0 18 6] 

(«-6S) 
[ft 3 2 ] 



OBn 



F-,C 




1)BrCH2COOMe 
K2CQ3, Kl 

2) LiOH 




y—COOH 



(3 _ (4 _ /0 y W ->-3-^f^-7x-i» -2- [4-^f-;V-5- (4 

nt't^S^f ^ x ^t^ (a — 6— 1 — 1) 

h5EFn77>7ml ^7fc#ft^ h V "7 A 4 8 m g eDx, #cv>"C 3 - j 4 



3 7 5mg©ff7^Fo77>il«6ralH5 ^F|tilTl/:o IfiCR L 3 - ^ n 

n ^^ ;V _ 3 _^^;V_5- ( 4 -F'j7iVt0^f;V7x^V) -4V*W~fr (3 
- 1 - 2 - 2 ) 276mg, 37-ft*U7Al 8 7mg*JlI^ 1 7 B^WMt&tflE Lfco 

jrwnvl-^L, »*i^:^*-9-> (1 : 2) «U «lBft***fcfe 
f*#l«J t L"C 5 3 0 mgfto W.m 9 6 % 

i2is u&m r c , 

! _ ( 4 _ tF n^->-3-ifJV-7x-)V) -3- [4 -j*?-*- 5 - (4-MJ 
7jvtn^f;V7x^)V) -^;W-^-3-^v] -yo^ry-i-tv (a-6 

"±fai#fetLfc^^x;V U- 6 - 1 - 1) 5 3 0mg[«4mMSil. 2m 

»->'J*yj^nvH:#U ffiKif ^/ : ^^t> O '• 2) fesfift 
#W**frfeSJf,fcL-C2 10mg#fc. JR#5 8%o ttLfcBM****-^*^©** 

1 HNMR(CDCl 3 ):2.26(3H,s),2.27(3H, s),3.07(2H, t,J=7. 8Hz), 3.48 (2H, t,J-7. 8Hz), 6.81 (1H 
, d, J=8. 4Hz) , 7. 74-7. 85 (6H, m) . 

{±ifjE# 2004-3122706 
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^-v : 108/ 



±|B-C»fe*Lfe7*y-Mk^* (a-6-2-1) lSOmgk^fWAT? 

*^>'J*Wn7hC#U »xf;v:A3rt^ (1 : 2) tililU WbB^W 

(2 _^ ;v _ 4 _ j 3 _ [4 _^^ ;V -5- (4-f'J7iVtn^fJV7x-;V) -4 
V dr^y_;v_ 3 -.f ;V] -7°u\£*=-M -7x.;**s) - W ( « - 6 - 4 - 1 ) 
±Ifi^^T-;V (a-6-3- 1) 130mg?:fh7liFn7774. 5mlK*»3 
1 M*HMbV *"* A*W0 . 5 7ml rtilST 1 «n« gbfc 

L/:|sk«-ia-CliaW^l 1 OmgWfco W8 7%o itL*W».^^-^V 



7°n tf;v^-— -r-^orl 
[HMJ 7 ] 

[0 18 7] 
U -7 8c) 
Mb 3 3] 



CN 

NHgOH-HCI 
NaOMe 




2 _^ ;v _ 4 _ [4 _^ f -;v_ 5 - (4-HJ7;vtn^f;v7x-;v) -fv^v* 

)U _3-^jV^f jVXJV7T-;V] 7x^;V] T-th-b'J^ (R = CF 3 > X : = S, 

s'-^nn^f-X-J-^^^- 5- (4-f'J7Wn^JV7xxjV) <iV**t^f 

mm 2 004-3122706 
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^-v: 109/ 



„ ;v (3 _ 1 - 2 - 3) 2 2 5 mg, (4 -^V*7°f- 2 -^f ;V7x^V) 7*h- 
Mj;H40mg, »V7A 5 8 5mg, 7*h-h^5mlOSWsa^2 

: (9 5 15) -c*#fflU iieft^HfMtusoomg 

1 H-NMR (CDC1 3 ) '• 2.29(3H, s), 2.31(3H. s), 3.63(2H, s), 4.14(2H, s), 7.26-7.28(311, 
m), 7.74(2H, d, J=8.4Hz), 7.82(2H, d, J=8.4Hz) 

v *-9-v*-;v-3 --f;v^ 7^^;v] h - h V n> ( « - 7 - 1 -2 

% x i = 0) WoJK $8 8%, Rf = 0. 2 5 U;v^>'J*Wv-^^t 
: ^^r+i-^ = 1 : 3 -CRM) o 

[0 18 9] 

[2->f-;v-4- [4-^;v-5- (4-HJ7;vtn^;v 

^ 7 . 2 l) 

,;_ ;V _ 3 -^;V^f;V7;V7 7^V] T-th-hV* (« - 7 - 1 - D 3 

0 Omg, t Kn^y)V75 >ttt2 5 9 m g , 2 8%t >'J7A> 1>^? 0. 7 
6ml 7-;H Oml^W2 OWSSL^o i*ffiT»**S*Lfc^ « 

mw*m^ n-uw-2- [2-^v-4- t4-^^;v-5- u-h 

,j 7 ,Vtn^f;V7x^) ^vW-A'-S-'f^ 7^-/1/] T-thT^ 

vy (a _ 7 _2-2, X^O) fc&fco «5 7% 
[0191] 

3 _ [2-^;V-4- [ 4 _^^;v-5- (4-f'J7)Vtn^fJV7x^)V) W V * 
t , / _ ;V _3_ /f ;^f;VXJV7 7-JV] -4H- [1. 2, 4] **^7 

)v- 5 --ty ( « - 7 - 3 - 1 ) , 
N-tFn^y-2- [2-^V-4- [4 -j* *•>!/- 5 - (4-HJ7^n^f 

(a _ 7 _ 2 -l) 2 9 9 mg, 1, 1' ? 2 3mg, 1, 

8-y7fty^ [5, 4, 0] * J"tMt- 7 — 4 1 9mg. r ^77> 
10ml 1 RHiffU, Rj6*fc**i»*., 1 M) J*!^£o 

^*L/:cBt^>V^>^-7M:#U b;vxy:ifxf;v (9 5:5) "C» 

mb/io nh^tzmm^rt h y nwm^vmm^m^m^^t lx 1 33m g # 

fco flJUM 2% 

i$mw 8 1 

[0 19 2] 

o_ i 2 ->f-;v-4- [4-^f-;V-5- (4-f'J7;Vto^fjV7xx;v) ->fy 

^./-^-s-'f^ -^yyM -4H- [l, 2, 4] twryv- 

(«— 7 — 4 — 1) 

N -EFn^>-2- [2 ->^;V-4- [4-***- 5- (4-bV7W>f 
JV7I ^ JV ) ^ y^^- v ^;v_ 3 _^;V^ 7x^^] 7*h75i>> (a -7 

ffifE#2 004-3122706 
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: 110/ 



-2-2) lOOmg, ^^;V^n^7-tT-- 1 5 5mg. 1 5 5mg, v 

^;V*M7^ K3ml©a#«tIIt2 0»B, 1 0 0 TCT 1 J««»^o 

(9 5:5) Ti#mUIIB^^^tefe H H Hi:LT4 OmgWfco ^3 7 

% 

9 ] 

[0 19 3] 

( « - 8 ft) 

3 4 ] 




-I 



HO' 




COOR 17 




COOR 



17 



,4y-;v-3-^w h**] 7x^| r*U*Bft ^^^^ (r^tfmp, R 2 =M 
e R 3 =R 4 =H, R = 2-Me, R 1 7 = Me. « - 8 - 1 0 ) , , * «. 

y_ ;v (3-1-2-3) 2 2 Smg^t/S- (4-t Fn^-2->f ^7x-* 
) 7^j;vS^^rJV2 0 0mg«7-tf-h«JJV8ml »ftfci*Bft* v * A 3 
16mg ^ glt24«n, 60TCT3B»M«#bfeo RJS*«r««U 

6 8mg#/Co JR*7 4% 

mmm 1 o ] 

[0 19 4] 

( a - 9 

[it 3 5] 



R 

r 3 ., r4 R. „ ~ 3 <? 4 



. 0 ^ N Me 2 N^ 



o rVr^ COOR17 — ^ O^l 

R 1 ^0' N 





v ^ r/ ^_ 3 ->f W f.^7T^] 7*-*} 77'JiH7fiVX7f;V (R 
1 =TFMP, R 2 =Me, R 3 =R 4 =H, R = 3-OMe, R 17 = Me, « — 9 — 8 ) 

, fjVxXtjV ( 6 _ 1 _ 2 ) 2 2 4 mg, lmol/Lth'J7^^vF^^- 

ft & 7^^'J;V4mL U 3 - * n n * - 4 - * * *> - 5 - ( 

T_ H ; 7 Mn^;V7x-;v) .fy^MJ-v*-* (3 - 1 - 2 - 3) 2 0 9mg, ^ 

ffifE#2 004-3122706 
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111/ 



X 2 2 7 mg#^c W6 5% 

[Hifctfl 1 1 1 
[0 19 5] 
(«-10S) 
[fl53 6] 




WD ^;V7x^) -fvW-^ (R^TFMP, R 2 =Me, R 3 =R 4 =H, R = 2-F, X = 0, 

r o ! _ 2 - 3 ) 1 5g 4-7*n^-2-7JVtn7xy-;H. 2 5g, * 
->*A2 13g 7*-fe b - H; A' 2 0 m 1 Ol** * 7 5 *T? 1 1 tfcc RJS 

B ^LT1. 8 2gHfc.JR*7 8% 

[0 19 6] 
|W1^H (« - 1 0-1-2) 

[0 19 7] 

mi 3] 



(a - 1 0-1-5) fc^Jjfcbfcc 



No. 


R 


X 


NMR 


a -10-1-1 


2-F 


0 


2. 35(3H,s), 5.25(2H, s), 7.00-7. 30(3H,m), 
7.76<2H,d, J=8. 1Hz), 7.84(2H,d, J=8. 1Hz) 


a -10-1-2 


H 


0 


2.28(3H,s),4.12(2H,s),7.25-7.45(4H ) m), 
7.74(2H,d,J=8-4Hz),7.82(2H,d,J=8.4Hz) 


a -10-1-3 


3,5-diF 


o 


2.40(3H ) s),5.25(2H ) s),7.06-7.16(2H,m) ) 
7.76(2H ) d,J=8.4Hz),7.86(2H,d ) J=8.4Hz) 


a -10-1-4 


3-CF 3 


s 


2.29(3H,s),4.17(2H,s),7.51(2H,d,J=8.4Hz), 

7 62(lH,dd ) J=8.4Hz ) 2.lHz) ) 7.74(2H,d,J=8.4Hz), 

7.77(lH,d,J=2.1Hz),7.81(2H,d,J=8.4Hz) 


a -10-1-5 


2-CF s 


s 


2.29(3H,s),4.16(2H,s),7.43(lH ) dd,J=8.4Hz,2.4Hz), 

7.62(lH,d,J=8.4Hz),7.65(lH ; d,J=2.4Hz), 
7.74(2H.d,J=8.7Hz),7.81(2H,d,J=8.7Hz) 



V^ v '-;v-3-^;V^ l^v] 7*->H T?V^m*7-^x-XT)l< (R =TFMP, R 
=Me, R 3 =R 4 =H, R = 3-F, X = 0, R 17 = Me, « ~ J ° T 2 " 1 ^ . fl . , n - 

Kn^iV7x^)^VW-M«-10-l-l) 0. 3 5g, 7^J* 
f-;H. 0 6g>ft»^^A(II)3 7mg, HJi^/UTSX). 16g, > V 7 .x 
— ;v * ^ -7 > 8 

2004-3122706 
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112/ 



6mg y^f^^T? K 2 m 1 7^^«>f 1 0 Ofl!Tf 1 1 JfWjW 

3 gfcfco W9 2 % 
[0 19 9] 

( a - 1 1 ft) 
[ft5 0] 



HOs. 
R 7 ' 



>-R 21 



R 2 



R 3 R 4 




-C0 2 Me 



LG 




;v5h^>] ^F-iV-l-^H iM^^^iV (R 1 =TFMP, R =Me, R =R = R 
R 7 = R 8 = R 20 = R 21 = H a-11-1) 

f-5-tKD^yr/V-;v-l-^^) ||^;vxxfH 0 0 m g on h - h V 
) _ /fV j ff >/_;v 2 2 4mg*J:CT-ty^3 1 8mg£inx.. M'/mC 1 5^J, 

[0 2 0 0] 

(«-12ft) 
[ft 5 1 ] 




R 6 S-^v 

C0 2 Me 1 N NaOMe 




R? R 4 
LG 




C0 2 Me 



-^wfw^r^v] y^=-M ft7xy-3-AW^f^f;v (R 1 
-TFMP R 2 =Me R 3 =R 4 = R 5 = R 6 = R 7 = R 8 = H, a-12-1) 

1. 5mUM3WII«t^ R£i^»2&St** 

nn ^ f . ;V _ 4 _^^;V-5- (4-f'J7iVtn^f;V7x-;V) "^^Ifl^? 
2 8mgi5j:ff»v7A 3 2 3mgttx.> £?TC 3 B#W*#Lfco Rt&«t**AU 

klBft^fc 3 4 9 mg#/:o Jfc* 7 2 %o 
1**01 1 2 ] 
[0 2 0 1 ] 

tBlE# 2004-3122706 
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^-v : 113/ 



lit 3 7] 




B AY A 
^ JLJ R 9 R 10 



COOR 17 



LiOH Sfel* NaOH 




(X^-COOH 

fA i ° 



rc_ ( 4 _uj7jVtD^f)V7x^)V) - -T V 3^ V*~ fr— 3 - 

~ .l-^TrTWTTD R 2 = R 3 = R 4 = R 9 



|2-^f-;i^-4 

^V^f;V^;V77^^] -ftBfe (R =T FMP, 

= R 10 = H. R=2-Me, X 1 = S , £-1-2) 

i 2 -^^;v-4- [5- (4 - h V 7;vtnptfjV7x^;v) ->fvW-^-3 

-^;MfJW;V7T^H _-7^y^v| -f»-^^*^ (a-2-1) 226 

7#HI*#Lfco *©«**TRJ6*fclM«lml *in*.+*]L;fcm, 

#*»fc„ ^ - ^ - 7X J: Wfe H B H LIEi^t 1: 2 0 6 m g #/:o fc* 9 7 % 

mnm 1 3 i 

[ 0 2 0 2 ] 

(/? — 2 ft) 
[<fc3 8] 




.COOR 17 




.C0 2 H 



3 _ |3_ 7 /i,*n-4- [4-^<^;V-5- (4-HJ7WD>Wx^) <f 
vW '_ ]V _ 3 _^ W Ky] T^V;vm (10) (R 1 =TFMP, R =Me, R 3 = 

R 4 =H R = 3-F, X 1 = 0, R 17 = Me, fi - 2 - 1 5) 

3 '_ j 3 _- 7 ;v^n-4- [4-^f-;V-5- (4-fV7;Vtn^f^7x^V) >f 
v -^y_ ;V _ 3 _^;V^ >*S/] ~7i-;Vi T^'J^W^^ (a- 10-2 
- 1 ) 0 7 9 g 4 N-LiOH 1 . 5ml, * 3m K THF 2 0ml 5 5 K"C 

4 5«#L/:o«ET«mU 2 N-HC1 ttftti: Lfcc «fffl LfcfchU 
LfctT* h > i *> ffi a a a LTISkHI^ 0 . 7 g *#fco JR* 9 1 % 
[0 2 0 3 ] 

c /? - 3 m 

lit 5 2 ] 



R 20^R 21 



,C0 2 Me 




l> Uv] 4 y 1-4*} Mfc (R 1= TFMP, R 2 =Me, R 3 =R 4 = R 5 = R 7 = R 8 = R 20 = 

2004-3122706 



#JH 2004-167941 



^-v : 114/ 



j5 _ [4 _^ ;v _5_ ( 4 -i,ij7^n^Wi^) -f V ^ V- 3 - >f 
>2 5ml-^;-^2. 5ml»*C2S5feit^kthV'J'A*«0. 4 1 ml* 

fc 0 JR>£8 7 %o 
[0 2 0 4] 
( /? - 4 ft) 
[ft 5 3 ] 




2N NaOH 



\— C0 2 Me 



R 2 




LG 



=A C0 2 H 




i 5 _ r 4 5 _ (4-HJ7^tn^f^7i-iV) V dr^V*-;V- 3 -4 

;^W^7T-;V] >f>K-*- 1-4*1 W (R 1 =TFMP, R 2 =Me, R 3 =R 4 = R 5 = R 7 = 
R 8 = R 20 = R 21 = H b-4-1) 

( 5 f^V;t^w;v7 r > K— 1 -4 ;v) tfBM ^^^^ff 
f;V7i - ;V ) -^;W-^2 0 7mg^£tF»y7A2 9 Omgrtx., 6 0 

*y;v^n^ (7nn^n : ^ (20:1) c»ttt) r-t h 



[0 2 0 5] 

( /? - 5 ft) 
[ft 5 4] 





2 _ j4 _ [4 _^ ;v _ 5 - (4-hV7Wn^Wx^) ^;^v-;v-3 
-^wfWiV77^v] ?*->H f-*-7^>-3-*;v*^m (R^TFMP, R =Me, 
R 3 =R 4 = R 5 = R 6 = R 7 = R 8 = H, b-5-1) 

2 _ )4 _ [4 _^ ;L ,_5 - (4-f'J7;v*n^fJWx^v) >fyW-^-3 

-^MfW^7r^iV] 7x-;H M7x>-3-^vr^f)^fJV3 4 
7m^ff5tKn77>7ml-^/-H. 5ml«2lg«tfU7 
Attfc 0 4 3ml * Jn*.M-e 2 WLL 2 M^mti~ V V * A« 

0 . 1 mi *iiira l 6 0 w 1 i$n 3 0 ufco Rfc*fc 2 1 . 

ffifiE# 2004-31227 0 6 



#11 2004-167941 



^-v: 115/ 



>>-A^f>©ilMl« B H H L, »IB'ffc#W*2 8 9 mg#t. «8 6 %o 
[0 2 0 6 ] 

[0 2 0 7] 
[SS7 4] 

.r 3 w r r T 



""Me 



No 




R1 


R2 


X1 


R3.R4 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


Of -1-2 


or-1 




Me 


O 


H,H 


Me 


oil 


2.29(3H,s),2.32(3H,s),3.80(3H r s),4.61 (2H,s)5.1 3 
(2H,s),6.67(1H,d,J=9.0Hz),6.79(1 H,dd,J=9.0,2.7 
Hz),6.86(1 H,d,J=2.7Hz),7.75(2H,d,J=8.1 Hz),7.8 
4(2H,J=8.1Hz) 


of -1-3 


a-1 




Me 


O 


Me.Me 


Me 


oil 


1.76(6H f s) ( 2.20(3H,s),2.37(3H,s) r 3.78(3H f s),4.56 

(2H,s),6.49-6.50(2H,m), 

6.67(1 H,m)J.75(2H,dJ=8.1Hz),7.84(2H,d,J=8.1 

Hz) 



[0 2 0 8] 



ffifiE#2 004-3122706 



#11 2004-167941 



^-v: 116/ 



mi 5] 




No 


a EE 


R1 


DO 


Y1 
A 1 




R1 7 


Tip 


NMR(CDC13 or DMSO-d6) 


a -2-2 


or -2 




Me 


s 


H f H 


Et 


63-64 


1.29(3H P t T J=7.2Hz),2.23(3H,s),2.24(3H,s)A03(2 
H,s),4.25(2H,q f J=7.2Hz),4.61 (2H,s)6.61<1 H,d,J= 
fi 4Hz} 7 1 8(1 H dd J=8 4 2 1 HzX 7.23(1 H ,J=2.1 H 
z),7.74(2H,d,J=8.1 Hz),7.82(2H,d, J=8.1 Hz) 


Of -2-4 


or -2 




Me 


S 


H,H 


Et 


58-59 


1 .3<X3H,t, J=7.2Hz),1 .91(3H,s)2.25(3H,s),3.34(4 
H,t f J=4.8Hz),3.79(4H,t f J=4.8Hz) f 3.87(2Hs),4.26 
(2H,q, J=7.2Hz),4.61 (2H,s),6.62(1 H,d, J=8.4Hz),7. 
71-7.22(2H,m) 


a -2-5 


ar-2 




Me 


o 


H,H 


Me 


112- 
113 


1.99(3H.s)2.27(3H,sX3.37(4H,t,J=4.8HzX3.78- 
3.81(4H,m),4.60(2H,sX4.93(2H,sX6.65(1H,d,J=8. 
7Hz),6.76(1 H,dd, J=8.7,3.0Hz),6.83(1 H,dJ=3.0Hz 
) 


a -2-6 


a -2 




Me 


s 


H,H 


Et 


oil 


1 .28(3H,t, J=7.2Hz),2.1 9(3H r s),2.24(3H,sX4.01(2 
H,s)A25(2H,q,J=7.2HzX4.61(2H,s)6.61(1H,d,J= 
8.7Hz),7.1 8(1 H,dd,J=8.4,2.4Hz),7.22(1 H,J=2.4H 
zX7.46(2H,d,J=8.4Hz),7.63(2Hd,J=8.4Hz) 


a -2-7 


of -2 




(X 


s 


H,H 


Et 


oil 


1.29(3H,t,J=7.2HzX2.22(3H,s),3.93(3H,sX4.25(2 
H,q,J=7.2Hz),4.61 (2H,s)6.58(1 Hd f J=9.0Hz),7.1 2 
-7.14(2H,mXZ26-7.32(5H,m),7.42-7.45(4H t m) 


Of -2-8 


or-2 




F,c "0. 


s 


H,H 


Et 


oil 


1 .29(3H,t,J=7.2HzX2.21(3H,sX3.93(3H,sX4.25(2 
H,q,J=7.2Hz) f 4.61(2H,s)6.57(1 H,d,J=8.1 Hz) f 7.07 
-7.12(2H,m),7.29- 
7.46(6H,m), 7.7CX2H, d, J=8.1 Hz) 


at -2-9 


or -2 




Me 


s 


H,Et 


Et 


oil 


1 .07(3H,t, J=7.5Hz),1 .28(3H,t, J=7.2Hz),1 .98- 
2.1 7(2H,m), 2.21 (3H,s),2.26(3H,s),4.03(1 H,dd, 
J=8.4,7.5Hz),4.24(2H,q,J=7.2HzX4.60(2H,s) f 6.57 
(1H,d,J=8.1Hz),7.09- 

7.14(2H t mX7.74(2H,dJ=8.4Hz) f 7.81(2H,d ? J=8.4 
Hz) 


or -2-10 


a -2 




Me 


s 


H, 
4-F- 
C6H4 


Et 


oil 


1.28(3H r t,J=7.2Hz),2.09(3H,s),2.20(3H,s),4.22(2 
H,q,J=7.2HzX4.60(2H,s) f 5.28(1 H f s) r 6.55(1 H,d r J= 
8.4Hz), 6.95-7.03(2H,m),7.06-7.1 4(2H,m),7.32- 
7.38(2H,m)J.73(2H,dJ=8.4Hz),7.80(2H,d r J=8.4 
Hz) 



[0 2 0 9] 



miE# 2004-3122706 



#H 2004-167941 



^-v: 117/ 



mi e] 



No 




R1 


R2 


X1 


R3.R4 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


Of -2-11 


Of -2 






s 


H,H 


Et 


oil 


1 .28(3H,t, J=7.2Hz),2.23(3H,s),4.1 1 (2H,s),4.24( 
2H,q, J=7.2Hz) A61 (2H,s),4.66(2H,s),6.60(1 H,d, 
J=8.4Hz),7.1 5(1 H,dd,J=8.4,2.4Hz),7.22(1 H,d, J= 
2.4Hz),7.77(2H,d, J=8.1 Hz),796(2H,d, J=8.1 Hz) 


(Z-2-12 


Of -2 




or 


s 


H.H 


Et 


oil 


1 .29(3H,t, J=6.9Hz),2.23(3H,s),3.82(2H,s),4.1 0( 
2H,s),4.25(2H,q, J=6.9Hz),4.61 (2H f s),6.60(1 H,d, 
J=8.4Hz),7.11- 

7J3(7H,m),7.68(2H,d,J=8.1Hz),7.76(2H,d,J=8.1 
Hz) 


a -2-1 3 


a -2 




or 


s 


H.H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.23(3H,s),3.96(2H,s),4.25( 
2H,q,J=7.2Hz),4.60(2H,s),6.59(1 H,d,J=8.1 Hz),7. 
07- 

7.28(7H,m),7.70(2H,d,J=9.Hz),8.22(2H,d,J=9.0 
Hz) 


or -2-1 4 


ar-2 


Me 


I 


s 


H,H 


Et 


53-54 


1.29(3H,t,J=7.2Hz),2.24(3H,s),2.44(3H,s),3.92( 
2H,s),4.26(2H,q,J=7.2Hz),4.61(2H,s),6.61 (1 H,d, 
J=8.4Hz),7.1 7(1 H,dd,J=8.4,2.4Hz),7.1 9(1 H,d, J= 
2.4Hz) 


a -2-1 5 


a? -2 






s 


H,H 


Et 


oil 


1 .29(3H,t,J=7.2Hz) f 2.25(3H,s),2.92- 
2.99(4H t m),3.79(2H ( s),4.26(2H,q,J=7.2Hz),4.61( 
2H,s),6.61 (1 H,d,J=8.4Hz),7.09- 
7.26(7H,m),7.70(4H,s) 


a -2-1 6 


Of -3 




OHC- 


s 


H,H 


tBu 


oil 


1 .47(9H,s) f 2.24(3H,s)A28(2H,s),4.51(2H f s) > 6.6 
0(1H,d r J=8.4Hz) r 7.18- 

7.24(2H,m),7.84(2H,d,J=8.7Hz),8.03(2H,d,J=8.7 
Hz),10.10(1H,d,J=0.6Hz) 



[0 2 101 



m«E# 2004-3122706 



#gl 2004-167941 



118/ 



mi 7] 



No 




R1 


R2 X1 


R3.R4 


R 9 R 10 


np 


NMR(CDCI3 or DMSO-d6) 


a -2-1 7 


a -2 




Me S 


H,H 


.Me £ 
^CT^COOEt 


>il ! 


1 .23(3H,t,J— /.2Hz>,l .oo\.on.a.»J— »• 

9Hz).2.22(3H,s).4.02(2H.s),4.20(2 

H.q.J=7.7Hz),4.71(1H,q,J=6.9Hz).6 

79(2H,d.J=9.0Hz),7.33(2H.d,J=9.0 

Hz),7.74(2H.d.J=8.1Hz),7.82(2H,d, 

J=8.1Hz) 


a -2-1 8 


Qf-2 




Ms S 


H,H 


^CT^COOEt 


oil 


1 .06(3H.t,J=7.2Hz).1 .23(3H,t,J=7. 
2Hz) 1 93- 

2.02(2H.m).2.22(3H.s).4.03(2H.s),4 
.16- 

4.23(2H.m),4.51 (1 H.t J=6.3Hz).6.8 
0(2H.d,J=9.0Hz).7.32(2H,d,J=9.0H 
z),8.13(2H,d,J=8.4Hz).7.82(2H,d,J 
=8.4Hz) 


Of -2-1 9 


a -2 


XT' 


Me S 


5 H.H 


nPr 

X 

^OT^COOEt 


oii 


0.97(3H.t,J=7.2Hz),1.23(3H.tJ=7. 

2Hz).1 .48-1 .57(2H.m).1 .86- 

1.96(2H,m).2.22(3H.s),4.02(2H.s),4 

.19(2H,q,J=7.2Hz).4.54- 

4.58(1H.m),6.79(2H.d,J=9.0Hz),7.3 

2(2H,d,J=9.0Hz).7.74(2H.d,J=8.1H 

z).7.81(2H,d,J=8.1Hz) 


Of -2-20 


a -2 




Me 


S H,nPr 


^CK^COOEt 


oil 


0.90(3H,t, J=7.2Hz),1 .27(3H,t,J- /. 
2Hz),1.55- 

1.62(2H t m),2.22(3H t s) f 2.59(2H,t f J 
=7.5Hz)A02(2H,s),4.24(2H,q,J=7. 
2Hz),4.61<2H.s),6.62(1 H,d t J=8.1 H 
z).7.17- 

7.22(2H,m;, /. /4Wn,a,«j— o.onx/, /.o 
1(2H,d,J=8.3Hz) 


or -2-21 


a -2 




Br 


S H.H 


^.O^.COOEt 


" 55-57 


1.29(3H,t,J=7.2Hz).2.24(3H.s>.4.0 
2(2H.s),4.25(2H,q.J=7.2Hz),4.61(2 

H.s).6.61 (1 H,d,J=8.4Hz).7.1 9- 

7.26(2H,m),7.48(2H.d,J=9.0Hz).7.9 

8(2H.d.J=9.0Hz) 


Of -2-2: 


> a -2 




Br 


S H,H 


^..O^.COOEt 




1.30(3H.t,J=7.2Hz).2.25(3H.s).4.0 
4(2H.s),4.25(2H.q.J=7.2Hz),4.61(2 

H,s),6.62(1 H,d,J=8.4Hz),7.1 9- 
7.23(2H.m),7.77(2H,d,J=9.0Hz),8.1 

6(2H.d.J=9.0Hz) 



[0 2 11] 



miiE#2 004-3122706 



mm 2004-167941 



^-v: 119/ 



[*7 8] 



p 4 i^y 



O^^COOR 17 




No 1§ 




R1 


R2 X1 


R3,R4 F 


t17 


mp 


NMRCCDCI3 or DMSO d6) 


or -3-1 


ar-3 


Me 




H,H E 


o 

t 


I 1 

s 
H 
7 
,t 


30(3H,t,J=7.2Hz),2.2l (3H,s),2.40toH 

\ o rtn/ou \AOR(oUr% 1=7 7 Hz") 4 6 1 (2 

l,s),6.56(1H,d,J=8.4Hz),7.06- 

.1 2(2H,m),7.41 (2H.d,J=8.1 Hz),7.68(2H 

j,J=8.1Hz) 


I (x <i £ 


— 3 


Me 1 




H.H 


1 

/le 


05-107 2 
\ 

e 


25(3H,s),2.48(3H,s),3J8(3H,s;,4.t>au 

i,s).5.01(2H,s).6.61- __ /ou 
i.72(3H.m).7.50(2H.d,J=8.4Hz).7.68(2H 

d,J— 8.4nz; 


a -3-3 


a -3 




ra cr 

r3 c S 


H.H 1 


c 

=t 




1 .28(3H.t, J=7.2Hz),2.21 (3H,s;,3.»4UM. 
s) 4 25(2H.q,J=7.2Hz).4.61(2H.s).6.57(1 
iH,d,J=8.4Hz),6.90(1H,d,J=9.0Hz),7.07- 
7.12(2H.m).7.43(3H.m).7.56(2H,s),7.72( 
2H,d,J— o.4nz; 


1 _Q— A 

i a — <s ** 


a -3 






J H,H 


Et 


oil 


r29(3H.t,J=7-2Hz),2.21(3H.s).3.95(2H. 
s) 4.25(2H,q,J=7.2Hz),4.61 (2H,s),6.58(1 
H,d ( J=9.0Hz),7.09(2H,m).7.51- 


a -3-5 


a -3 






5 H,H 


Et 


oil 


129(3H.tJ=7.2Hz).2.23(3H.s).3.83C2H, 
s) 4 1 2(2H,s),4.25(2H,q),4.61 (2H.s),6.59 
(1H,d,J=8.4Hz) t 7.09-7.14(6H,mX7.71- 
7.72(4H,m) 


or -3-6 


a -3 






S H.H 


Et 


oil 


1.28(3H.t,J=7.2Hz),2.1 9(3H,s;,4.1 3UH, 
s)4.24<2H.q,J=7.2Hz).4.56(2H.s),6.58<1 

H.d,J=8.4Hz) t 7.23(3H ( m),7.41- 

7.42(2H,m),7.52- 
7.55(2H,m),7.77(2H.d.J=9.0Hz), 

8.30(2H.d.J=9-0Hz) 


a -3-7 


a -3 






S H.H 


Et 




Rf=0.34 (EtOAc:Hexane=l:3 
' 1 oq^m + 1=7 5> Hz) 2 22C3H, s), 


a -3-8 


a -3 






S H.H 


Et 


oil 


3.83C2H, s). 4.15(2H, s), 4.25(2H, q. 
J=7.2 Hz), 4.6K2H. s), 6.59(1 H, d, 
j=7 8Hz), 7.09-7.1 2(2H, m), 7.23{2H, 
d, J=8.1Hz), 7.55C2H, d, J=8.1Hz). 
7.7 K4H, s) 


a-3-< 


9 <Y-C 




F 3 CO 


S H,H 


Et 


oil 


" 1 29(3H,t.J=6.9Hz),2.23C3H,s;,3.B4UM f 
s),4.1 5(2H.s),4.25(2H.q.J=7.2Hz) t 4.61(2 
H,s).6.60(1 H.d, J=8.1 Hz),6.99- 
7.14(5H,m) ,7.29-7.35(1 H,m),7.70- 
7.71(4H,m) 


a -3-1 


0 ar- 






S H,H 


Et 


oil 


129(3H.tJ=7.2Hz),2.23(3H.s),3.83(2H, 
s) 4.1 4(2H.s),4.25(2H,q,J=7.2Hz).4.6K2 
H.s),6.60(lH,d,J=8.4Hz),7.09- 
7.13(2H.m),7.29-7.53(4H.m),7.7K4H,s) 


K 


) 2 1 2] 





mtE#2 004-3122706 



mm. 2004-167941 



^-v : 120/ 



mi 9] 

Me 

rV x V 



No 




R2 


X1 


^ x2n x x3 

R 9 Ft 10 


imp 


NMR(CDCI3 or DMSO~d6) 


or -4-1 


a -4 


nBuNHCH2- 


S 


OCH2COOtBu 




0.93(3h*J=7.5Hz),1.33- 
1.60(13H.m),2.24(3H.s), 2.69 
(2H,t,J=6.9Hz), 

3.73(2H,sX4.1 2(2H,s),4.50(2H,s), 6.59 
(1 H,d,J=8.4Hz),7.1 5(1 H,aa,J-8.4,Z.l Hz;, 
7.21(1 H. d, J=2.1Hz),7.74(2Kd f J=8.1Hz), 
8.04 (2H,d, J=8.1Hz) 


a -4-2 


or -4 




S 


OCH2COOEt 




1.29(3H,tJ=7.2Hz),2.25(3H,s),2.44(4H t m),3. 
54(2H,s),3.68(4H,m). 

4 1 9(2H a J-7 2Hz) 4 1 9(2H s).4.25(2H, q, 
J=7.2 Hz),4.61(2H\s),6.61 (1 H,d,J=8.4Hz), 
7.1 8(1 H, dd. J=8.4.2.1 1^,7.22(11-1.™). 
7.75(2H,d, J=8.4Hz), 7.96(2H,d,J=8.4Hz) 


or -5-1 


a -5 


-CH20Me 


S 


OCH2COOH 


105-107 


2.24(3H,s), 3.43(3H,s),4.1 2(2H.s), 
4.46(2H.s),4.66 (2H,s), 6.65(1 H.d, 
J=8.5Hz),7.18-7.24(2H,m),7.76(2H, 
d,J-8.7Hz),7.88(2H,d,J=8.7Hz) 


a -6-3-1 


Of -6 


Me 


CH2CO 


OCH2COOMe 


133-134 


2.26(3H,s).2.33(3H,s).3.08(2H,tJ=7.5Hz),3. 

50(2H,tJ=7.5Hz),6.72(1H.d,J=9.0Hz)),7.72- 

7.87(6H,m). 


a -6-4-1 


or -6 


Me 


CH2CO 


OCH2COOH 


191-194 


2.27(3H,s),2.34(3H,s) t 3.08(2H,tJ-7.2Hz),3. 
50(2H.t t J=7.2Hz),4.72(2H,s),6.77(1H.d,J=9. 
0Hz),7.73-7.88(6H,m). 


Of -7-2-1 


Qf-7 


Me 


S 


CH2C(=NH)NHOH 




MS m/e 452 (MH+) 


or -7-2-2 


Qf-7 


Me 


O 


CH2C(=NH)NHOH 


152-154 


2.32(6H,s),3.42(2H.s),5. 1 7(2H.s),6.8- 
6.90(2H,m).7.1 4(1 H,d,J=7.8Hz),7.75(2H.d.J 
=8.1Hz),7.84(2H.d,J=8.1Hz) 
MS m/e 420 (MH+) 


a -7-3-1 


ar-7 


Me 


s 


N-</ 


203- 
204.5 


2.29(3H,s),2.31 (3H,s), 
3.83(2H,s).4.06(2H,s),7.11-7.22(3H,m), 
7.76(2H,d,J=8.6Hz),7.82 (2H. d.J=8.6 Hz) 


a -7-3-2 


or -7 


Me 


o 




190-192 


2.33(6H.s) f 3.80(2H.s),5.18(2Ks),6.86(2H,m) 
.7.1 5(1 H,d,J=8.1 Hz),7.77(2H,d,J=8.7Hz),7.8 
7(2H,d,J=8.7Hz) 


a -7-3-3 


a -7 


Me 


s 


N-</ 


156.5- 
158.5 


2.18(3H r s),2.28(3H,s) l 4.01(2H,s),4.97(2H.s). 
6.75(1 H,d,J=8.4Hz),7.1 9- 
7.21(2H.m) f 7.74(2H.d.J=8.4Hz),7.80(2H,d,J 
=8.4Hz).9.93(1H.br) 


or -7-3-4 


ar-7 


Me 


o 




163-165 


2.24(3H,s) l 2.32(3H,s),4.96(2H.s) f 5.14(2H l s). 
6.80- 

6.88(3H,m),7.75(2H,d,J=8.6Hz),7.84(2H.d,J 
=8.6Hz) 


a -7-4-1 


or -7 


Me 


o 


V 


166.5- 
168.5 


2.32(3H,s). 2.34(3H,s). 
3.68(2H,s),4.1 8(2H,s),5.1 9(2H,s),6.87- 
6.90(2H, m),7.12(1H,d, J=8.1Hz). 7.24 
(1H,br),7.75(2H.d,J=8.4Hz), 7.85(2H, d, 
J=8.4Hz) 



[0 2 13] 



mWEffc 2004-3122706 



mm 2004-167941 



^-v: 121/ 



[*8 0] 




.COOR 1 



R1 



a -8 



F a C 



a -8 



R2 



X1 



R3.R4 



Me 



a -8 



Me 



G02Me O 



a -8-4 



a -8 



OCH2CF| 
3 



a -8-5 



or -8 



F 3 C 



a -8-6 



or -8 



a -8-7 



a -8 



a -8-8 



a -8-9 



or -8 



or -8 



CH20G 
H3 



CQ2Me O 



R5 



H.H 



H,H 



OMe 



H,H 



KH 



H, 
4-F 
C6H4 



H,H 



0H2OC 
H3 



F*C 



H,H 



H, 
4-F 
C6H4 



R6 



H 



H 



H 



Me 



R8 



R17 



DPM 



DPM 



DPM 



H 



H 



Me 



H 



Me 



mp 



NMR(CDCt3 or DMSQ-d6) 



DPM 



DPM 



tBu 



Me 



Me 



2.32(3H,s), 5.23(2H,s), 
6.45(1 H,d,J=15.9Hz), 7.01(1 H,s), 
7.05(2H,d,J=9.0Hz), 7.20-7.40(1 OH.m), 
7.51 (2H,d,J=8.7Hz), 7.71(1 H,d,J=1 5.9Hz), 
7.75(2H,d > J=8.7Hz), 7.84(2H,d,J=8,7Hz) 



2.34(3H,S),3.01(3Hs),5.20(2H,s), 
6.45(1 H.d,J=15.9Hz). 7.00 

7.41 (isHmX^OKs), 

7.69(1 H,d.J=1 5.9Hz), 7.74(2H,d,J=8.7Hz) 
7.83(2H,d,J=8.7Hz) 



3.81 (3H,s),5.4l(2H.s), 6.46(1 H,d,J=1 6.2Hz 
)J.02- 

7.42(1 4H.m).7.52(1 H.d.J=8.7Hz),7.72(1 H, 
d,J=16.2Hz)J.78(2Kd,J=8.4Hz).8.09(2H 
d,J=8.4Hz) 



4.44(2Kq,J=7.8Hz). 5.27(2H,s), 
6.47(1 H,d,J=1 6.2Hz), 
7.01 (1 H,s)7.04(2H,d,J=8.7Hz), 7.24- 
7.44(1 0Hm),7.53(2H,d t J=9Hz), 
7.71(1H,d,J=15.9Hz), 
7.77(2H,d t J=8.4Hz) > 8.03(2Kd,J=8.4Hz) 



3.42(3H.s),4.50(2H,s),5.29(2H.s),6.46(1 H 
d,J=1 6.2Hz),7.01 -7.06(2H,m),7.26- 
7.41 (1 2Km),7.52(1 H.d, J=8.7Hz),7.7 1 (1 H. 
d,J=16.2Hz),7.7B(2Hd,J=8.4Hz),7,93(2H 
d,J=8.4Hz) 



6.40(1 H,d,J=1 5.9Hz),6.51 (1 H,s),6.62(1 H.s 
)J.00-7.13(5H,m),7.28 
7.39(1 0H,m),7.45- 
7.56(4H,m),7.67(1.Kd,J=15.9Hz).7.70(2H r 
d,J=8.7Hz),7.85(2H,d,J=8.7Hz) 



, .54(9HS),2.43(3H,S),3.81 (3H,S),5.38(2H 
,s),6.22(1 H.d,J=15.9Hz),6.83- 
6.91 (2H,m),7.54(1 Hd,J=9.3Hz),7.78(2H,d, 
J=8.1 Hz),7.83(1 H,d,J=1 5.9Hz),8.09(2Rd 
J=8.1 Hz) 



2.44(3HS),3.42(3H,S),3.80(3H,S),4.50(2H 
,s),5.27(2H,s),6.28(1 H,d,J=1 5.9Hz),6.85- 
6.93(2H,m),7.53(1H,d r J=8.4Hz)J.74(2Hd, 
J=8.7Hz).7.92(2H,d,J=1 5.9Hz),7.93(1 H.d, 
J=8.7Hz) 



2.40(3HS),3.79(3H,S),6.25(1 H,d, J=1 5.6H 
z),6.50(1 H,S),6.62(1 H,S),6.83- 
6.90(2H,m),7.06-7.15(2H,m) t 7.46- 
7.56(3H,m),7.70(2H,d,J=8.4Hz),7.83- 
7.92(3H,m) _ 



[0 2 14] 



miiE# 2004-3122706 



#112 0 0 



4-167941 



i-y : 122/ 



[$8 1] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a -8-10 


or -8 


F 3 C^^ 


Me 


O 


H,H 


H 


Me 


H 


H 


Me 




2.32(3HS) t 2.44(3H,S),3.80(3H ( S),5.21(2H 
s),6.28(1 H,d.J=1 5.9Hz),6.84- 
6.92(2H,mX7.54(1 H,d,J=8.4HzX7.75(2H,d, 
J=8.4Hz),7.84(2H,d, J=8.4Hz),7-91 (1 H,d,J 
=15.9Hz) 


a -8-11 


a -8 




CH20Et 


O 


H,H 


OMe 


H 


H 


H 


Me 




1.26(3H,t,J=6.9Hz),3.58(2H,q,J=6.9HzX3. 
90(3Ks)A60(2Hs),5.35(2H,s),6.45(lHd t 
J=1 5.9Hz),7.02(1 H,s),7.06- 
7.13(3H ( m),7.27- 

7.42(1 ORm), 7.69(1 H.d,J=15.9Hz),7.77(2 
H,d,J=8.4HzX7.94(1 H,d,J=8.1 Hz) 


a -8-1 2 


a -8 




CH2CEt 


O 


H,H 


H 


Me 


H 


H 


Me 




1.23(3H > t,J=6.9Hz),2.44(3H t s),3.58(2H,q, 

J=6.9Hz),3.80(3H f s),4.54(2H,s),3.27(2H,s 

) t 6.28(1 H,d,J=1 5.9Hz),6.87- 

6.91 (2H,m) t 7.54(1 H,d,J=8.1 Hz),7.77(2H,d, 

J=8.4Hz) 7.92(1 H f d.J=1 5.9Hz) r 7.93(2H,d, 

J=8.41Hz) 


a -9-1 


a -9 




CH20C 
H3 


S 


HH 


H 


H 


H 


H 


Me 




3.44(3H,s),3.80(3H l s) I 4.29(2H r s) f 4.5l(2H 
s),6.40(1 H,d,J=1 5.9Hz),7.40- 
7.47(4H,mX7.63(1 H,d,J=1 5.9HzX7.76(2H, 
dJ=8.4Hz),7.85(2H,d,J=8.4Hz) 


ex -9-2 


« -9 




Me 


S 


H,H 


OCF 
3 


H 


H 


H 


Me 




2.31 (3H r s) f 3.81 (3H,s),4.1 1 (2H,s),6.41 (1 H. 
d, J=1 5.9Hz),7.34- 

7.60(4Km) ) 7.74(2Kd f J=8.4HzX7.81(2H l d, 
J=8.4Hz) 


of -9-3 


a -9 




H 


s 


H, 
4-F- 
C6H4 


H 


Me 


H 


H 


Me 




2.35(3H,S),3.80(3H,S),5.68(1 H,S).6.31 (1 H 
,d,J=1 5.9Hz),6.70(1 H f S),7.01- 
7.1 0(2Km).7.1 2-7.1 8(2H,m),7.39- 
7.48(3H,m),7-71(2H P d f J=8.4HzX7.86(2Kd, 
J=8.4Hz)7.86(1 H,d,J=1 5. 9 Hz) 


or -9-4 


or -9 




Me 


s 


H,H 


H 


Me 


H 


H 


Me 




2.29(3H,S),2.41 (3H.SX3.81 (3H,S) r 4.19(2H 
,s),6.33(1 H,d,J=15.9Hz),7.22- 
7.28(2H,mX7.49(1 H,d,J=9.0Hz),7.74(1 H,d, 
J=8.4Hz).7.82(2H,d,J=8.4Hz),7.90(2H ( d,J 
=15.9 Hz) 


a -9-5 


a -9 




CH20M 
e 


s 


H,H 


H 


Me 


H 


H 


Me 




2.41 (3H,S).3.44(3H,S),3.81 (3H,s),4.28(2H 
,s),4.50(2H,sX 6.33(1 H,d,J=15.9Hz),7.24- 
7.26(2Hm),7-49(1 H,d ( J=9.0Hz) > 7.76(2Kd, 
J=9.0Hz),7-86(2H r d.J=9.0Hz),7.90(1H,d,J 
=1 5.9Hz) 


a -9-6 


of -9 




H 


s 


H. 
4-F- 
C6H4 


H 


H 


H 


H 


Me 




3.79(3H,s) t 6.38(2H,d,J=1 6.2Hz),6.69(1 H,s 
X7.02-7.08(2H.m) p 7-31- 
7.40(6Hm),7.60(1 H,d,J=1 6.2Hz),7.71 (2H, 
d,J=8.4Hz),7.86(2Hd,J=8.4Hz) 


a -9-7 


a -9 




Me 


s 


H,H 


F 


H 


M 

M 


u 
n 


IVlfcJ 




9 ^1(3H 3 81C3H 4 1 9(2He) 6 41(1 H 
d r J=15.9Hz),7.22-7.27(2Km) ( 7.45- 
7.50(1 H f m),7.59(1 H,d,J=1 5.9Hz),7.75(2H, 
d,J=8.4HzX7.82(2Rd,J=8.4Hz) 


as -9-8 


of -9 




Me 


s 


H,H 


OMe 


H 


H 


H 


Me 




2.28(3H,s),3.73(3H,sX3.87(3H,s)A35(2H 
s),6.71 (1 H,d,J=1 5.9Hz),7.29- 
7.47(3H,mX7.63(1 H,d,J=1 5.9Hz),7.88- 
7.97(4H,m) 



[0 2 15] 



ffifiE# 2004-3122706 



#11 2004-167941 



ms2] 



No 




R1 


R2 


X1 


R3.R4 


R5 I 


36 




=?8 


R17 


mp I 


slMR(CDC!3 or DMSO-d6) 


a -9-9 


or -9 

f 


XX 


CF3 


S 


H,H 


H 1 


Vie 


H 


H 


Me 


c 
1 


>.41 (3H,S),3.80(3H.s).4.27(2KsX6.34(1 H, 
I J=1 5.9Hz) ? 7.25-7.28(2Hm),7.48- 
7.51 (1 Hd,J=8.7HzX7.78(2Kd. J=8.4Hz).7. 
35(2H.d,J=8.4Hz),7.90(lH,d,J=15.9Hz) 


a -9-10 


a -9 




CH20Et 


S 


H,H 


H 


Vie 


H 


H 


Me 




1 .27(3H,t,J=6.9Hz),2.41 (3H,S),3.60(2Hq, 
J=6.9Hz) t 3.80(3Ks),4-28(2H,s) r 4.55(2H f s 
),6.33(lH,d,J=15.6Hz),7.23- 

7 9fi(9H rry) 7 47- 

7.50(lHmX7.75(2H,d,J=8.4Hz) ( 7.86(2Hd f 
J=8.4Hz),7.90(1 H,d,J=1 5.6 Hz) 


a -9-11 


a -9 




Me 


S 


H,H 


H 


0 

Me 


H 


H 


Me 




2.30(3H t S) F 3.79(3H > s),3.89(3H,s) F 4.21 (2H, 
s) f 6.49(1 H,d,J=1 6.2Hz),6.95- 
6.99(2H,m),7.41 CI H,d, J=8.4Hz),7.74(2H,d, 
i-« 7H^ 7 flPteH d J=8 7Hz) 7 90(1 H,d,J 
=1 6.2Hz) 


a -9-1 2 


a -9 




Me 


S 


H,H 


OEt 


H 


H 


H 


Me 




1 .50(3H,t,J=7.2Hz),2.31 (3Ks),3.81 (3Ks), 
4.1 5(3Kq,J=7.2Hz),4.1 9(2H,s),6.39(1 H,d, 
J=1 5.9Hz), 6.97(1 H,d,J=1 .2Hz),7.08(1 H,d 
d, J=1 .2Hz,9.0Hz),7.42(1 H,d, J=9.0Hz),7.6 
2(1 H,d.J=1 5.9Hz),7.73(2H,d r J=8.4Hz),7.8. 
1(2H,d,J=8.4Hz) 


a -9-1 3 


a -9 




Me 


S 


H,H 


OMe 


H 


Br 


H 


Me 




9 W<*H <^ ^ 81 C3H s} 3 92(3H.s).4.1 1 (2H, 
s),6.41 (1 H,d, J=1 5.9Hz),6.93(1 H,d, J=1 .5H 
z),7.36(1 H,d, J=1 .5Hz),7.54(1 H,d, J=1 5.9H 
z),7.73(2H,d,J=8.4Hz),7.79(2Hd,J=8.4Hz) 


or -9-1 4 


a -9 




Me 


S 


H,H 


H 


O 
Me 


H 


O 
Me 


Me 




2.31(3H f SX3.78(3Ks),3.88(6H ( s),4.23(2H, 
s'i 6 62(2H s)6 82(1 Hd J=16.2Hz), 
7.74(2H f d l J=8.4Hz), 

7.81(2H,d,J=8.4Hz),8.04(1Kd,J=16.2Hz). 


or -9-1 5 


or -9 




Me 


S 


H,H 


OEt 


H 


Br 


H 


Me 




1.52(3H,t,J=7.2Hz),2.35(3H f s),3.09(3H,s), 
4.1 5(2H,s),4.1 4(2H,q,J=7.2Hz),6.39(1 H.d, 
J=1 6.2Hz),6.92(1 H,d,J=1 .8Hz) r 7.33(l H,d, 
J=1 .8Hz),7.52(1 H,d,J=1 5.9Hz),7.73(2H,d, 
J=8.4Hz),7.79(2H p d,J=8.4Hz) 


a -9-1 6 


a -9 




Me 


S 


KH 


Br 


H 


Br 


H 


Me 




2.34(3H,S),3.81 (3H,s).4.1 6(2H,s).6.42(1 H, 
d,J=1 5.9Hz),7.48(1 H.d.J=1 5.9Hz),7.72- 
7.76(4H,mX7.80(2H,d,J=8.7Hz) 


a -9-1 7 


of -9 


(TV 


H 


s 


H.H 


H 


Me 


H 


H 


Me 




2.39(3H,s),3.80(3H,S),4.1 9(2H,s),6.32(1 H, 
d, J=1 5.9Hz),6.52(1 H,s),7.1 7- 
7.20(2H,m),7.40- 

7.45(3H,m),7.67(2H,d,J=8.4Hz) r 7.89(1Hd > 
J=15.9Hz) 


a -9-1 8 


a -9 


XT 


H 


s 


H,H 


OMe 


H 


H 


H 


Me 




3.80(3H,s),3.93(3H.S),4.1 8(2H.s).6.39(1 H, 
d.J=15.9Hz),6.54(1 H,s),7.07(1 H,dd.J=7.8, 
1 .5Hz),7.32(1 H,d, J=8.1 Hz),7.40- 
7.43(2H,rn),7.62(1 H,d,J=1 5.9Hz),7.64- 
7.67(2H,m) 


a-9-U 


I a-9 




H 


s 


H,H 


H 


Me 


i H 


H 


Me 




" 2.40(3H,s),3.80(3H,s)A21(2H,s),6.32(1 H, 
d, J=1 5.9Hz) ( 6.63(1 H,s),7.1 8- 
7.20(2Hm),7.47(1 H.d,J=8.7Hz),7.71 (2H,d, 
J=8.4Hz),7.87(2H,d,J=8.4Hz),7.89(1 H,d,J 
=15.9Hz) 



[0 2 16] 



2004-3122706 



#11 2004-167941 



[*8 3] 



No 




R1 


R2 


X1 


R3,R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDC!3 or DMSO-d6) 


a. -9-20 


a -9 




H 


S 


H.H 


OMe 


H 


H 


H 


Me 




3.80(3H,s) I 3.93(3H,s),4.20(2H,s).6.39(1K 
d,J=1 5.9Hz),6.64(1 H,s), 6.97(1 H,d, J=1 .5H 
z),7.07(1 H,dd,J=1 .5Hz,8.1 Hz),7.32(1 H.d,J 
=8.1 Hz),7.62(1 H,d,J=1 5.9Hz),7.30(2H,d,J 
=8.1 Hz),7.84(2H,d,J=8.1 Hz) 


at -9-21 


a -9 




CH20Et 


S 


H,H 


OMe 


H 


H 


H 


Me 




1 .27(3H,t, J=7.2Hz),3.61 (2H,q,J=7.2Hz),3. 
81(3Ks) f 3.93(3Ks),4.27(2Hs),4.57(2Ks), 
6.40(1 H,d,J=15.9Hz),6.98(1 H,d,J=1 .5Hz), 
7.09(1 Kdd, J=7.8,1 .5Hz),7.43(1 Kd, J=7.S 
Hz),7.63(1 H,d.J=1 5.9Hz),7.75(2H.d,J=8.1 
Hz),7.86(1Kd,J=8.1Hz) 


a -9-22 


a -9 




Me 


Q 


U 14 


vjivie 


u 
n 


n 


Me 


Me 




2.30(3H ( s) > 2.36(3H,s) f 3.82(3H,s),3.90(3K 
s),4.17(2H,s),6.34(1 H,d,J=1 5.9Hz) ,7.00(1 
H,s),7.25(1 H.s),7.72-7.93(5H,m) 


a -9-23 


a -9 




CH20M 

e 


s 


H,H 


OMe 


H 


H 


H 


Me 




3.44(3H,s).3.81(3H,sX3.93(3H ( sX4.26(2K 
s),4.52(2Ks),6.41 (1 H r d, J— 1 6.4Hz),6.98(1 
H,d, J=1 .8Hz),7.09(1 H,dd,J=1 .8Hz,8.1 Hz), 
7.43(1 H,d,J=8.1 Hz),7.63(1 Kd,J=1 5.9Hz). 
"7 ik^ou) A 1— A 7 Afi(9M H .1=8 7Hz} 


a -9-24 


or -9 




Me 


s 


HH 


CI 


H 


H 


H 


Me 




2.32(3H,s),3.81 (3H,s),4.23(2Ks),6.40(1 H, 
d,J=1 6.8Hz),7.37-7.41(1 H,m),7.52- 
7.60(3H,m),7.74(2Kd,J=8.4Hz),7.81(2Kd, 


or -10-2 

! -2 


a-10 




Me 


s 


KH 


H 


H 


H 


H 


Me 




2.29(3Ks),3.80(3H,s),4.1 9(2H.s) r 6.40(1 H, 
d, J=1 5.9Hz),7.40-7.84(9H,m) 


a -10-2 
-1 


<*-10 




Me 


o 


KH 


F 


H 


H 


H 


Me 




2.35(3H,s) l 3.00(3H,s) l 5.31 (2H,sX 
6.31(1 Kd.J=15.9Hz),7.10- 
7.34(3H,m),7.59(1 Kd j=1 5.9Hz),7.76(2H,d 
,J=8.1 Hz),7.84(2Kd,J=ai Hz) 


or -10-2 
-3 


a-10 




Me 


o 


H r H 


F 


H 


F 


H 


Me 




2.41 (3H,s),3.B1 (3H,s),5.32(2H,s),6.34(1 H. 
d, J=1 5.9Hz),7.083(2H,dj=8.7Hz),7.52(1 H, 
d,J=15.9Hz),7.76(2H,d,J=8.4HzX7.86(2K 
d,J=8.4Hz) 


a -10-2 
-4 


a-10 




Me 


s 


KH 


CF3 


H 


H 


H 


Me 




2.31(3H > s),3.816(3Ks).4.247(2H,s),6.46 
3(1 H,d,J=1 5.9Hz),7.60-7.80(8Km) 


a -10-2 
-5 


a-10 




Me 


s 


H,H 


H 


CF 
3 


H 


H 


Me 




2.31 (3H,s),3.82(3H,s),4.22(2H ( s),6.39(1 H, 
d.J=15.9Hz),7.56- 

8.06(4H.m).7.74(2H.d,J=8.7HzX7.82(2H,d, 
J=8.7Hz) 



[0 2 17] 



miE# 2004-3122706 



#11 2004-167941 

[*8 4] 




No 




R1 


R2 


X1 


R3,R4 


mp 


NMR(CDCI3 or DMSO-d6) 


0-1-3 


/3-1 


J? 


Me 


S 


H,H 


129-131 


2.24(3H,s),2.25(3H,s),4.04(2H,s),4.67(2H, 
s),6.65(1 H,d, J=8.1 Hz), 7.1 8- 
7.23(2H,m),7.74(2H,d,J=8.1HzX7.82(2H,d 
,J=8.1Hz) 


^ -1-4 


/8-1 




Me 


0 


H,H 


136-138 


2.28(3H,s),2.31 (3H,s)4.62(2H,s),5. 1 3(2H, 
s),6.71 (1 H F d,J=9.0),6.80(1 H,dd,J=9.0,2.7 
Hz),6.87(1 H,d, J=2.7Hz),7.75(2H,d, J=8.1 H 
z),7.84(2H,d,J=8.1Hz) 


0-1-6 


£-1 


cr 


Me 


S 


H,H 


134-136 


1 .88(3H,s)2.15(3H,s),3.24- 
3.27(4H,mX3.67(4H,t,J=4.8HzX3.94(2H f s) 
,4.69(2H,s),6.77(1 H,d,J=8.4Hz)7.1 5- 
7 21 (2H m) 13 00(1Hbrs) 


JS-1-7 


0-1 




Me 


0 


H,H 


126-127 


1 .94(3H,s)2.1 7(3H,s),3.28- 
3.32(4H T m),3.67- 

3.70(4H,m) f 4.61(2H r s),4.90(2H,s),6.72- 
6.86(3H,m)1 2.89(1 H,brs) 


0-1-8 


0-1 




Me 


S 


H,H 


157-159 


2.21(3H,s),2.24(3H,s) r 4.02(2H,s) F 4.66(2H, 
s),6.65(1 H,d, J=8.4Hz),7.20(1 H,dd,J=8.4,2 
.4Hz),7.22(1Km),746(2H r d,J=9.0Hz),7.63 
(2H,d,J=9.0Hz) 


£-1-9 


0-1 




(X 


S 


H,H 


131-132 


2.22(3H f sX3.93(3H,s),4.66(2H,s)6.62(1H, 

d,J=9.0Hz),7.14-7.16(2H,m),7.27- 

7.33(5H,m),7.42-7.45(4H,m) 


0-1- 
10 


0-1 




Fs0 XX 


s 


H,H 


131-133 


2.22(3H,sX3.93(3H,s),4.67(2H,s)6.62(1H, 
d^=8.1 Hz),7. 1 0-7.1 4(2H,m),7.30- 
7.47(6H,mX7.70(2H,d,J=8.1 Hz) 


0-1- 
11 


0-1 


J? 


Me 


0 


Me,Me 


115-116 


1.76(6H,s),2.20(3H l s),2.37(3H f s) f 3.78(3H, 

sX4.56(2H,s),6.49-6.50(2H,mX 

6.67(1 H,m) ,7.75(2H.d J=8.1 Hz),7.84(2H,d, 

J=8.1Hz) 



[0 2 18] 



2004-3122706 



#11 2004-167941 

[*8 5] 



^-v : 126/ 



No 




R1 


R2 


XI 


R3,R4 


mp 


NMR(CDCI3 or DMSO-d6) 


£-1-12 


£-1 


jy 


Me 


s 


H,Et 


115-117 


1 .07(3H,t, J=7.5Hz) f 1 .98-2.1 6(2H,m), 
2.20(3H,s) T 2.29(3H,s),4.04(1H,t,J=7.5Hz) 
,4.65(2H,s),6.61(1 H,d,J=8.1 HzX 7.10- 
7.14(2H,mX 

7.74(2H,d J=8.4HzX7.8 1 (2H, d f J=8.4Hz) 


£-1-13 


£-1 


jy 


Me 


s 


H, 

4-F-C6H4 


110-112 


2.29(3H,sX2.20(3H,sX4.67(2H,s),5.29(1H 
,sX&59(1H,d,J=8.4HzX 6.96- 
7.1 5(4H,m), 7.32- 

7.37(2H l mX7.73(2H,dJ=8.4HzX7.79(2H,d 
,J=8.4Hz) 


£-1-14 


£-1 


jy 


HO^ 


s 


H.H 


138-139 


2.23(3H,sX4.11(2H,s) f 4.66(2Kd,J=3.6),3. 
34(1 H,br.s) T 6.64(1 H.d,J=8.4Hz),7.1 6- 
7.29(2H,mX7.77(2H,d,J=8.4HzX7.95(2H, 
d,J=8.4Hz) 


£-1-15 


£-1 


jy 


MeO""^ 


s 


H,H 


105-107 


2.24(3H,sX3.43(3H,sX4.12(2H,sX4.46(2H 
f s),4.66(2H,s),6.65(1 H f d, J=8.5Hz) r 7.1 8- 
7.24(2H,m),7.76(2H,d,J=8.7HzX7.88(2H, 
d,J=8.7Hz) 


£-1-16 


£-1 


jy 




s 


H,H 


oil 

183-186 
(as HCIsaft) 


2.23(3H,s) f 2.49(4H l m),3.62(2H,s),3.69(4 
H,m) r 4.18(2H,s),4.64(2H,s),6.65(lH r d,vJ= 
9.0Hz),7.18- 

7.21(2H,m)J.74(2H f d,J=7.8Hz) t 790(2H r d 
,J=7.8Hz) 


£-1-17 


£-1 


rjy 




s 


H.H 


138-139 


2.23(3H,s),3.83(2H,s) f 4.12(2H f s),4.66(2H 
,sX6.64(lH,d,J=9.0HzX7.1 1- 
7.16(2H,mX7.24- 

7.31(m,5H) F 7.08(2H f d,J=8.4Hz),7.76(2H, 
d,J=8.4Hz) 


£-1-18 


£-1 


jy 




s 


H.H 


123-124 


2.23(3H,s),3.97(2H,sX4.67(2H,sX6.63(1H 

.d f J=8.1 HzX7.08-7.26(7H,mX 

7 70C2H d J=8 4Hz) 8 22(2H d J=8.4Hz) 


£-1-19 


£-1 


Me 


I 


s 


H.H 


126-127 


2.24(3H r s),2.44(3H,s) r 3.92(2H,s),4.66(2H 
,s) r 6.64(1 H,d r J=8.1Hz),7.1 8(2H,dd,J=8.1 , 
1.8HzX7.22(2H r d,J=1.8Hz) 


£-1-20 


£-1 


Me 


jo- 


s 


H.H 


oil 


2.2 1 (3H r s),2.40(3H,s) r 3.98(2H,s),4.66(2H 

,s),6.60(1 H,d, J=8.1 HzX7.08- 

7.1 2(2H,mX7.42(2H,d,J=8.1 HzX7.68(2H, 

d,J=8.1Hz) 


£-1-21 


£-1 


Me 


jo- 


0 


H.H 


153-154 


9 ?5(3H s) 2 49(3H s) 4 62(2H s) 5 02(2H 
,s),6.65- 

6.73(3H,mX7.50(2H f d f J=8.4Hz)J.68(2H, 
d,J=8.4Hz) 


£-1-22 


£-1 


jy 


jy 


s 


H,H 


136.5-137.5 


2.22(3H,sX3.95(2H,s) f 4.67(2H,S) f 6.62(1 
H,d,J=8.1HzX7.11- 

7.14(2H,mX7.47(2H,d,J=8.4HzX7.60(4H, 
s),7.72(2H,d,J=8.4Hz) 


£-1-23 


£-1 


f jy 




s 


H.H 


128-129.5 


2.22(3H,s),3.95(2H,s),4.67(2H,s),6.62(1H 
,d, J=9.0Hz),7.1 3-7.1 5(2H,m) J.50- 
7.74(8H,m) 



[0 2 19] 



2004-3122706 



#11 2 0 0 4 



-16 7 9 4 1 



^-v : 127/ 



ims el 



No 




R1 


R2 


X1 


R3.R4 


mp 


NMRCCDCI3 or DMSO-d6) 


£-1-24 








s 


H,H 


135-136 


2.23(3H t sX3.84(2H,sX4.12(2H,sX4.67(2H 
,s),6.64(1 H r d f J=9.0Hz),7.1 1- 
7.1 4{6H,m) r 7-71 -7J2(4H,m) 


£-1-25 


£-1 


F 3 C^ 


/=\ _ 


s 


I! i_j 
H,n 




2.1 9(3H,s),4.1 3(2H,s) l 4.55(2H,s) T 6.63(1 H 

,d,J=8.4HzX7.28(2H,mX 7.41- 

7 ASiClU O 7 53f?H O 7 79(2H d J=8 4Hz 

X8.31(2H,d,J=8.4Hz) 


£-1-26 








s 


H.H 


137-138 


2.22(3H,s),3.87(2H,s),4.16(2H,s),4.65(2H 
,s),6.63(1 H,d,J=9.0Hz),7.1 4- 
7.21(4H,m),7.34- 

7.56(7H f mX7.70(2H,d,J=8.1Hz)J.78(2H, 
d,J-8.iHz; 


£-1-27 






BuNHCH2- 


s 


H,H 


177-178 


0.84(3h,t r J=7.2Hz),1.22- 
1.45(4H T m),2.14(3H,s), 2.56 
(2H,t,J=7.2Hz) f 

3.72(2H l s),4.27(2H,s),4.63(2H f s), 
6.76(1 H,d,J=8.4Hz) f 7.1 5-7.23(2H,m), 
7.9 1 (2H,d,J=8.4HzX 8.08(2H,d, J=8.4Hz) 


-1-28 


£-1 






s 


H,H 


150-152 


2.24(3H,s),2.93- 

2.30<4H,mX3.79(2H,sX4.67(2H,sX6.65(1 

H,d,J=8.1HzX7.09- 

7.29(7H,mX7.70(4H,s) 


£-1-29 




jy 




s 


H,H 


141.5-142.5 


2.23(3H,s),3.84(2H f s),4.12(2H,s)A67(2H 
T s),6.64(1H,d,J=9.0Hz),7.1 1- 
7.13(2H f mX7.24(2H,d,J=8.7Hz),7.56(2H r 
d,J=8.7HzX7.71(4H,s) 


£-1-30 




jy 


F 3 CC> 


s 


H,H 


130-132 


Z.Zo\on,SAo.oov^ri,s/,*r. » o^£.n,5>^,*t.o /\£.n 

f s) r 6.64(1 H ? d, J=9.6HzX6.99- 

7.1 5(5H r mX7.30-7.35(1 H,m) J.71 (4H,s) 


£-1-31 


£-1 


jy 




s 


H,H 


127-128.5 


2.23(3H r s),3.84(2H,s) T 3.84(2H,s) f 4.67(2H 

,sX6.63(1 H,d.J=8.4Hz) ,7.1 1- 

7.1 4(2H,mX7.27-7.53(4H,mX 7.71 (4H,s) 



[0 2 2 0] 



miiE# 2004-3122706 



#11 2004-167941 



128/ 



[«8 7] 



No 




R1 


R2 


X1 


R6 


' V 

R9 R 10 


mp 


NMR(CDCI3 or DMSO-d6) 


0-1-32 






Me 


S 


H 


Me 

^Cf^COOH 


121-122 


1.65(3H,d,J=6.9Hz) f 2.24(3H,s),4.0 
3(2H.s),4.77(1H,q,J=6.9Hz) t 6.82(2 
H,d,J=9.0Hz),7.34(2H,d l J=9.0Hz) r 7 
.74(2H.d,J=8.4Hz)J.81(2H f d,J=8.4 
Hz) 


£-1-33 






Me 


S 


H 


Et 

^O^COOH 


116-118 


1.09(3H,t,J=7.5Hz),1.99- 

2.04(2H,m),2.24(3H,s),4.03(2H,s),4 

.56- 

4.60(1 H,m),6.82(2H,d,J=8.7Hz),7.3 
3(2H,d,J=8JHz),7.73(2H,d,J=8.5H 
z).7.81(2H.d,J=8.5Hz) 


£-1-34 






Me 


o 
o 


u 
n 


X 


75.5- 
77.5 


0.97(3H,t,J=7.2Hz),1.50- 
1.60(2H,m) f 1.91- 

2.00(2H,m),2.24(3H,s).4.03(2H,s),4 
.61- 

4.65(1 H,m),6.82(2H,d,J=8.7Hz),7.3 
5(2H,d,J=8.7Hz)J.73(2H t d,J=8.7H 
z),7.81(2H,d,8.7Hz) 


jS -1-35 






Me 


s 


nPr 


^O^COOH 


85-87 


0.89(3H,tJ=7.2Hz).1.51- 

1.63(2H.m),2.24(3H,s),2.58(2H,tJ 

=7.2Hz) < 4.03(2H.s),4.66(2H,m).6.7 

0(1H,d,J=8.4Hz).7.17- 

7.24(2H.mX7.74(2H.d,J=8.6Hz),7.8 

1(2H,d,J=8.6Hz) 


£-1-36 


£-1 




Br 


s 


H 


^.CX^COOH 


150-151 


2.24(3H,s),4.03(2H,s).4.66(2H,s),6. 
65(1 H,d.J=8.4Hz),7.21-7.26 
(2H,m), 7.47 (2H,d,J=8.7Hz). 
7.97(2H.d,J=8.7Hz) 



[0 2 2 1 ] 



ffi|E# 2004-3122706 



S&WL 2004-167941 



^-v! 129/ 



[^8 8] 




COOH 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


mp 


NMR(CDCI3 or DMSO-d6) 




£~2 




Me 


O 


H,H 


H 


H 


H 


H 


224- 
224.5 


2.35(3H,s), 5.25(2H,s). 
6.32(1 H.d,J=15.6Hz). 7.07(2H,d,J=8.7Hz), 
7.54(2H,d,J=8.7Hz), 7.65(1 H,d,J=1 6.2Hz), 
7.78(2H,d,J=8.4Hz), 7.88(2H,d,J=8.4Hz) 


£-2-2 


£-2 




Me 


0 


H,H 


OM 
e 


H 


H 


H 


235- 
235.5 


2.38(3H,s), 3.93(3H,s), 5.30(2H,s), 
6.33(1 H,d,J=1 5.9Hz). 7.01 -7.20(3H,m), 
7.64(1 H,d,J=15.9Hz). 7.782(2H,d,J=8.4Hz), 
7.87(2H,d.J=8.4Hz) 


£-2-3 


£-2 




C02Me 


O 


H.H 


H 


H 


H 


H 


201-203 


3.83(3H,s),5.43(2H,s),6.33(1 H,d, J=1 5.9Hz), 
7.06(2H,d ( J=8.7Hz),7.54(2H,d.J=8.7Hz),7.6 
6(1 H,d,J=15.9Hz).7.80(2H,d,J=8.7Hz),8.10 
(2H.d,J=8.7Hz) 


£-2-4 


/S-2 




Me 


S 


H,H 


H 


H 


H 


H 


214.5- 
215.5 


2.31(3H.s), 4.25(2H,s), 7.36-7.52(4H,m), 
7.64(1 H,d,J=1 5.9Hz), 7.77(2H,d,J=8.4Hz), 
7.85(2H,d,J=8.4Hz) 


£-2-5 


£-2 




OCH2 
CF3 


0 


H.H 


H 


H 


H 


H 




4.86(2H,q,J=9.0HzX 5.45(2H,s), 

6.42(1 H ( d,J=1 5.9Hz), 7.14(2H,d,J=8.1 Hz). 

7.56(1 H.d.J=15.9Hz), 

7.69(2H,d,J=8.4Hz), 

7.97(2H,d,J=8.4Hz),8.07(2H,d,J=8.4Hz) 


£-2-6 


£-2 




Me 


NH 


H,H 


H 


H 


H 


H 




2.26(3H.S), 4.45(2H,d.J=5.7Hz) l 

6.1 8(1 H,d,J=1 5.9Hz),6.72(2H,d,J=8.4Hz),6. 

82-6.90(1 H.m),7.36-7.50(3Km). 

7.91 (2H.d,J=8.4Hz), 7.96(2H,d,J=8.4Hz) 


£-2-7 


iff -2 




CH20 
CHS 


0 


KH 


H 


H 


H 


H 


215-217 


3.43(3H,s).4.52(2H,s),5.03(2H,s),6.32(1H,d, 
J=15.9Hz).7.06(2H,d,J=8.7Hz),7.53(2H,d,J 
=8.7Hz),7.65(l H.d,J=1 5.9Hz),7.79(2H,d,J= 
8.7Hz),7.93(2H,d,J=8.7Hz) 


£-2-8 


£-2 




H 


O 


H, 

4-F-C6H4 


H 


11 
n 


14 

n 


rt 


oi 1_91 *l 

I I C. 1 O 


^ 71H H si 6 38(1 Hd J-1 5 9Hz).6.76(1 Ks), 

7.02-7.08(2H,m),7.33- 

7.50(6H,m),7.59(1 H.d,J=1 5.9Hz),7.72(2H,d, 

J=8.7Hz),7.B7(2H.d,J=8/7Hz) 


£-2-9 






CH20 
CHS 


S 


H.H 


H 


H 


H 


H 


182-183 


3.45(3Ks),4.29(2Ks).4.52(2H.s),6.39(1H,d ( 
J=16.2Hz),7.42(2H.d,J=8.7Hz).7.47(2H,d,J 
=8.7Hz),7.63(1 H,d,J=1 6.2Hz),7.77(2H,d.J= 
8.1Hz),7.87(2H.d,J=8.1Hz) 


£-2- 
10 


0-2 




CQ2Me 


O 


H,H 


H 


Me 


H 


H 


195-196 


2.46(3H,S),3.82(3H,S),5.40(2H,s),6.30(1H,d 
r J=1 5,6Hz), 6.85- 

6.94(2H,m),7.60(1H,d,J=8.4Hz),7.78(2H,d t J 
=8.4Hz),8.03(1 H,d,J=1 5.6Hz),8.09(2H.d,J= 
8.4Hz) 



[0 2 2 2 ] 



ffil£# 2004-3122706 



#M 2004-167941 



130/ 



[S8 9] 



No ' 




R1 


R2 


X1 


R3.R4 


R5 


R6 F 




*8 


mp r 


slMR(CDCI3 or DMSO-d6) 


0-2- 
11 


0-2 

i 

i 


C 

3° 


DH20 
CH3 


0 


H,H 


H 


Me 


H 


H 


179-180 C 

) 
f 


DDC13 6 (300 MHz) 

>.46(3HS),3.42(3H,S),4.51(2Hs),5.28(2Hs 

,6.30(1 H,d,J=1 5.9Hz),6.87- 

5.96(2H,m),7.59(lH l d,J=8.4Hz),7.78(2Hd,J 

=8.7Hz),7.93(2H,d,J=8.7Hz),8.02(1H f d,J=1 

5.9Hz) 


0-2- 
12 


0-2 


FaC^ 


H 


o 


H, 

4-F-C6H4 


H 


Me 


H 


H 


220-221 


2.41(3H ( S),6.26(1 H,d,J=1 5.9Hz),6.51 (1 H,S 

),6.62(lH,S),6.86-6.93(2H,m),7.06- 

7.16(2H,m).7.48- 

7 5A(<tW m") 7 70(2H d J-9 0Hz) 7.86(2H,d, J 
=9.0Hz)7.97(1 H,d, J=1 5.9Hz) 
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2.32(3H,S),2.46(3RS),5.22(2Hs),6.30(1H,d 
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6.96(2H.m),7.59(iad,J=8.4Hz)J.76(2Hd,J 

=8.7Hz) t 7.85(2H,d t J=8.7Hz),8.02(1H,d,J=1 

5.6Hz) 


0-2- 
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6.64(1 H.d.J=1 6.2Hz), 7.60(1 H,d, J=1 5.9Hz), 

7.70-7.84(3Hm),7.91(2Hd ( J=8.7HzX 

7.95(2H,d,J=8.7Hz) 


0-2- 
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Me 


o 


H,H 
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H 


H 


^Dl — 

262.5 


6.49(1 H t d.J=15.9Hz), 7.34- 
7.60(2H,m),7.54(1 H,d,J=1 5.9Hz),7.71 (1 H,d, 
J=1 2.3Hz), 7.93(2Kd.J=8.4Hz), 
8.00(2H,d,J=8.4Hz), 


0-2- 
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2.35(3H,S), 5.36(2H,s), 
fi 61(1 Hd J=16 2 Hz) 

7.51(1 H,d,J=1 6.2Hz),7.62(2H,d I J=9.6Hz) > 
7.93(2H,d,J=8.1 Hz), 8.00(2 H,d,J=8.1 Hz), 


0-2- 
17 
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195-196 


2.37(3H,S),5.70(1 H,S),6.32(1 H,d,J=1 5.9Hz 

),6.70(1H,SX7.0l-7.10(2H,m),7.13- 

7.20(2H,m),7.42- 

7 f\o(<KU 7 7?f?H d J=8 4Hz) 7 87(2H.d.J 
=8.4Hz)7.95(1 H,d,J=1 5.9Hz) 
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2.28(3H r S),2.36(3H,S),4.42(2H,s),6.42(1Hd 
,J=15.9Hz),7.24- 

7 ^dfPW 7 67(1 H d J=8 1 Hz),7.74(1 H,d t J 
=1 5.9Hz),7.91 (2H,d t J=a7Hz),7.96(2H,d t J= 
8.7Hz) 
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187 


2.42(3H,S) r 3.44(3H,S),4.29(2H,s).4.51(2H,s 
),6.35(1 H,d,J=15.9Hz),7.25- 
7.27(2H,m),7.52(1H,d,J=9.0Hz),7.76(2H,d 1 J 
=8.4Hz) ( 7.86(2H,d,J=8.4Hz),7.99(1H,d t J=1 
5.9Hz) 
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193.5 


5.7 1 (1 H,s),6.39(1 H,d, J=1 6.2Hz),6.69(1 H,s), 

7.02~7.08(2H,m),7.32- 

7.49(6H,m),7.68(1 H,d,J=1 6.2Hz),7.71 (2H,d, 

J=8.4Hz),7.86(2H,d,J=8.4Hz) 
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2.32(3H,s),4.1 9(2H,s),6.40(1 H,d,J=1 5.9Hz), 
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2.31(3H t s) ( 3.94(3Hs),4.18(2H F s),6.40(1H,d, 
J=1 5.9Hz),7.02(1 H,d,J=1 .5Hz),7.10(1 H.dd, 
1-1 ZlU-? 7 au?} 1 A9("\ H d J— 7 RWt) 7 63(1 
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1.27(3H.tJ^6.9Hz).2.43(3H,S),3.60(2H,q,J 
=6.9Hz),4.30(2Ks),4.56(2H,s),6.34(1H,d,J=: 
1 o.9Hz;, /.<£□— 

7.28(2H,m),7.75<2H,d,J=8.4Hz).7.87(2Rd,J 
=8.4Hz),7.99(1 H,d,J=1 5.9Hz) 
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2.30(3H f S),3.89(2H,s),4.22(2H,s),6.47(1H,d 
,J=16.2Hz),6.96- 

7.00(2H,m),7.43(1Kd,J=8.4Hz),7.75(2H,d,J 
6.2Hz) 
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1 .50(3H,t,J-7.2Hz),2.31(3Ks),4.1 6(3H,q,J 
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0-2- 
29 


>S-2 




Me 


s 


H,H 


OM 
e 


H 


Br 


H 


24o—24 / 


o gni'ou ^ q fift^M A 1 RfPH es'i 6 70^ 1 H d 
^.oU^oH,Sy,*3.DO^Or1 t sy,' < +. 1 0^n|0/,u, / i n,u, 

J=1 5.9Hz),7.39(1 H,s) r 7.51 (1 H,d,J=1 5.9Hz), 
7.58(1 H,s),7.90(4H,s) 
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2.41 (3H,S),4.20(2H,s) l 6.33(1 H,d,J=1 5.9Hz) 
6.53(1 Hs),7.1 9-7.21 (2H,m),7.40- 
7.45(2H,m),7.51(1 H,d,J=9.0Hz),7.65- 
7.70(2H,m),7.98(1 Kd.J=1 5.9Hz) 
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3.94(3H,S),4.1 9(2H,s),6.39(1 H,d,J~1 5.9Hz) 
6.54(1 H,s),7.08(1 H,dd,J=7.8,1 .5Hz),7.32(1 
H,d, J=8. 1 Hz),7.40-7.44(2H,m),7.62- 
7.67(2H,m),7.68(l H,d,J=1 5.9Hz) 
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2.28(3H,S), 3.78(6H,s), 4.04(2H,s), 
6.66(1 H,d,J=15.9Hz) f 
6.98(2Kbrs),7.54(1 H,d,J=1 5.9Hz), 
7.91(4Hbrs) 
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2.30(3H,S), 3.06(3H,s).4.1 7(2H,s), 
6.71(1Kd.J=15.9Hz), 

7.36(1 H,brs),7.45(1 Hbrs),7.52(1 H,d,J=1 5. 
9Hz),7.80-8.00(4H,m) 
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181.5 


2.40(3Hs),4.12(2H,s) f 6.3l(1 H,d,J=1 5.9Hz), 
6.66(1 Ks), 7.19- 

7.21 (2H,m),7.50(1 Kd,J=8.4),7.72(2H,d, J=8 
.1 Hz),7.87(2H,d,J=8.1 Hz),7.90(1 H,d,J=15.9 
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207-209 


3.95(3H.s),4.21 (2H,s),6.39(1 H,d, J=1 6.2Hz), 
6.68(1 H,s),7.02(1 H,d, J=1 .5Hz),7.08(1 H,dd, 
J=1.5Hz,8.1 Hz),7.33(2H,d,J=8.1 Hz) r 7.62(1 
H,d.J=16.2Hz).7.72(2H,d,J=8.1Hz),7.86(2H 

,d,J=8.1) 
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188-190 


1.27(3H.tJ=7.2Hz),3.62(2Kq.J=7.2Hz),3.9 
4(3Ks).4.28(2H,s),4.58(2Ks),6.41 (1 H.d,J= 
1 5.9Hz),7.00(1 H,d, J=1 .5Hz),7.1 2(1 H,dd. J= 
7.8,1 ,5Hz),7.45(1 H,d,J=8.1 Hz),7.72(1 Kd, J 
=1 5.9Hz),7.75(2Kd,J=8.1 Hz),7.86(1 Kd,J= 
8.1Hz) 
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1 .21 (3KtJ=7.2Hz),3.59(2Kq,J=7.2Hz) ? 3.9 
1 0(3Ks),4.61 (2H,s),5.35(2H,s).6.31 (1 H,d, J 
=1 5.9Hz),7.06- 

7.1 4(3H,m),7.64(1 Kd, J=1 5.9Hz),7.77(2H r d r 
J=8.1 Hz),7.94(1 H,d,J=8.1 Hz) 


0-2- 
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189-191 


1.22(3KU=7.2Hz),2.46(3H.s),3.59(2H,q,J 
=7.2Hz)A55(2H,s),5.29(2H,s) f 6.30(lH,d,J= 
1 5.9 Hz), 6.88- 

6.93(2Km).7.59(1H,d,J=8.7Hz)7.77(2H,d ( J 
=8.1 Hz),7.94(2H,d,J=8.1 Hz), 8.01 (1 H,d,J=1 
5.9Hz) 
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2.28(3H,S), 4.57(2H,s), 

6.69(1 H,d,J=15.9Hz), 7.64(1 H,d,J=1 5.9Hz), 

7.82-8.08(7Km), 
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2.30(3H,S), 4.56(2H,s), 
6.64(1 H,d,J=1 5.6Hz), 7.68-7.83(3H,m), 
7.91(2Kd,J=8.7Hz), 7.97(2H,d,J=8.7Hz), 
8.0l(1Kd,J=8.4Hz) j 
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3.45(3H,s),3.93(3H,s),4,26(2H t s),4.53(2H,s) 

,6.39(1 H,d,J=1 5.9Hz),7.01- 

7.1 1(2H t m) l 7.42(1H,d,J=7.8Hz),7.63(1 H,d,J 

=1 5.9Hz),7.76(2H.d,J=8.1 Hz),7.86(2H,d,J= 

8.1Hz) 
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2.29(3H,S). 4.52(2H,s), 

6.61(1H,d,J=15.9Hz), 

7.41 (1 H.dd, J=8.4Hz f 1 ,8Hz),7.63(1 H.d,J=1 . 

8Hz).7.81 (1 H.d.J=1 5.9Hz),7.89(1 H,d,J=8.4 

Hz), 7.91(2H.d,J=8.7Hz) 1 

7.96(2H,d,J=8.7Hz), 
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2.29(3H,S), 4.51 (2H.s), 

R "ifiCl H d J=1 6 2Hz) 7 24- 

7.47(2H,m),7.59(1 H,d, J=l 6.2Hz). 
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2.33(3H.s),4.24(2H,s),6.39(1 H.d, J-1 5.9Hz). 
7.41 (1 H,dd,J=1 .5Hz),8.4Hz),7.53- 
7.55(2H,m),7.56(1 H,d, J=1 5.9Hz),7.75(2H,d, 
J=8.4Hz).7.84(2H,d,J=8.4Hz) 
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),7.16(lH,d,J=9.0Hz),7.27(lH,d,J=2 
.4Hz),7.75(2H,d,J=9.0Hz),7.85(2H,d 
,J=9.0Hz). 
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